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(57) Abstract: It is intended to provide an anti-PCI antibody having a function of neutralizing protein C inhibitor (PCI) and utiliza 
non thereof. By producing and screening an anti-PCI antibody, an anti-PCI antibody inhibiting L functio^o rci offnStS Je 
formation and activity of activated protein C (aPC) is successfully isolated. This antibody regiJates the functions of PCI ofinh^^^^ 
*e formation of aPC and/or inactivating aPC. which makes it usable in maintaining theLtivftyTf i^^ninTt^e e^^^^^ 
ifalsSeS h."^ °f ifventing the blood coagulation system from activation or an antiinfla^tofy f^c^'^ t 

s also intended to prov^e udhzadon of the above antibody in treating thrombosis, sepsis, and so on using aPC In a ^ment 
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^^mmif^nT^-^c^^inf^- (PCI) (D^i^i^m^m-r?>o 

^'t<Df^mi-i^t VX^^^^y^V V:J3j;t)?i7-:7 7 y >{^J:^^mm^nt>ti 
Die (disseminated intravascular coagulation ; SlflH&klf F*1^@) 

jfiL^i^-c-jfiL?sM@;asji;^^ mm^±i^x?>jsmmm^. }kmmmm'¥-<Dmmti:m 
-feTis-^) f>^^m^tix\^^^-dKm^^(Dh(o{ziii]ki^Mi^mj!>i:hy) ^ -^tcri^^ 

o b55='l-fifejfiL^{;i^bT^^/i^i^(i^i6T/i'-/£<,iix^-e(3:aPC (activated P 
rotein C ; mmt^^T^ ^C) f)^^mxm-^^tlX\f^^<D^X:$>?>o 

:iSig;.g|/^fci6a#OQ0L (Quality of Life) «^SV\ Lfc}5So-C. 'f^ffi:dS:g^F^ 
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U PC (Protein C) ^mmh^-^^, mmt^tlfcPC (aPC) fiprotein S^Wm 

mtLx. Factor y^^^miua^^mtvmm^o^mm^nm'r^^mcmK 

o ^ ?>{CaPCriPAI-l (Plasminogen Activator Inhibitor-1) -^AFI (Thrombin A 
ctivatable Fibrinolysis Inhibitor) ti: t^<Dmmm.m^nmmmh^-r^tc}^ 

. mmm^i^m-r^o ^f^f>^^xapmf^mt\^f:iikmmmm^m-?>^^T-f^ 

fe5V^^^ (Factor Va mm^^^) aPCTO^«JfiL^3E<D|§^H^t?5— o-e 

aPC;dSjfiLWf*l^{e:f^MLm0#^^:rt-6wi:dS^I^$ttT*5 9 (J. Biol. 
Chem. 2001; 276:11199-11203) .^fc^skm^y'Mc^l^^X^tzm^^mi^ (J. 
Clin. Invest. 1987; 79:918-925) .^<Di^mn^mmf^mfmXit.mmX^f£ 
V^^:i^#^$nTV^5 (Blood 1991; 78:364-368) » ^tt^tO^ltfi, aPCjaSjfe 

b;6^L;^t;ase>aPC-€:<^^>(^<Srm#,i: LTffiVN54i^.jkcfii|^^;iS20'-305>^# 

*fca#<7>QOL;0^e>^j;FfP'^T'fe-5o ¥MSi;a5Mv>3®Si*.aPC:is^ 
«^l^(^^^Ybi^®,i->fc^Dt>PCI-^al-antitrypsin (AAT) fJ:}£lzX^^-^mmiZ. 

^^Yk$ns^^t?fe^„ -tLe>(^5-^^a6<j}cSi|/ci;^sfij^^fcLTv>scD«p 

CIi:#x.btl/T:Jo*J (Fibrinolysis & Proteolysis 2000; 14:133-145) , H^^a 
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#UTV^S^:^;6S^'&$^^TV^S (Blood Coagul. Fibrinolysis 2001; 12:503-5 
10; Am. J. Hematol. 2000; 65:35-40; Thromb. Haemost. 2001; 86:1400-1408) 

o 

W-t^ (J. Biochem. 1984; 95:187-195) » ^tl<D^ti:^-r, aPC(D;^^^-efe 
^hul^}fl^/hu:^:^^r^V> (Thr/TM) 1S^#:;Sria$U aPC(D^^m\ 
i-5 (Blood 1998; 91: 1542-1547) o 'tfJ^t>-ib. PCI«aPC(D^^*5 j^-O^SI^OM^^ 

PCI (Suzuki, K. et al., J. Biol. Chem. 1983, 258:163-168; Suzuki, K. , F 
ibrinolysis Proteolysis 2000, 14: 133-145) njk^iC^^'t^'^^'\&m&'r^^ 

m^vftxoi^. pcm (1) Thr/mm-^m^^^aPc±^<Dmmi^m ii-f^t^-b 
pccD^mmmi^m) . (2) BS>c<Dmmsmi¥m^^^?>o ^:Lx:^mm 
#e>«. pcuz.MT^^y ^ n^^/u^i^^m^ir^^^^ V ^^-f^Mu. pci 

(1) . (2) '^ti'etnz-D\,^xmmi^m^m-r^^i^^mm-r?>^tK^:^ut 
®^<^B%^mpi-t?>rc.i^.sk:^m(omm$sxx^^m(DfcisbKmi^x^mx 
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CD *a;PCm#:T?feoT. (a) Mtt'fbT'nT^xt' ^^C (aPC) mmZ-M-T^^a^ 
^>(X>\i}f^^ (PCI) (D|aWf^ffi^P»f5S14. ^fc^4 (b) hnVK-W 
hp>'j}?^7*:xy:x (Thr/TM) ^^#:{e:J:s?&mb:rn^^vc (aPC) ^mKn 

■t^-:^nT^>C^ly\i}f^^ (PCI) (DPl^f^^^P£^i-5Si4^ (0(i^fii<hh 
C2] iiPCm^T'feoT. (a) mmt^^y'-OC (aPC) ^ttfC^-f-SlT^nT- 

^^-c^^-tt^iSr^ (PCI) (D^mwm^mmir:s>m\k. *5J:i;t (b) hn^-if:// 

hni^/J^^T^^y^- (Thr/TM) m-^WK^^m'm\:,-zrx:t^^ i^c (aPC) 

-r5::^c27^^:^c^i^fctf^^ (pcj) (Dmm^m^mm-t^m^. (dm^^^-t 

C3] PC19G8. PC23A7. PC23D8. PC30G1. PC31E2. PC31F1. *5j;TJ? PC39C6 H)^^ 
C4] ClJ d^e> [3] OVN-rttd.J::|B^(D^^T'feo-r. J^iT(D (a) ;6^f> ( 
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(a) iB^J#-^: 4 9. 5 0, *3 j;t^5 1 teifBifeOT ^ /^BB^^iJ, 

(b) mmm^: 55. se. ^^tj5 7izmM<DT^/mmm. 

(c) mnm-^: 52. 53. 5 4isxm?imM<DT^ymmm. 

(d) m^m-^ : 5 8, 59, 6 0*3j;mc|B^OT^ /iliH^J. 
( e ) @B^IJ#-^ : 2 5 , 3 1, iSXXJ^S 6 iCfg^cOT 5: / ^IB^J, 
( f ) ia?iJ#-^ :41,45, :j3j;tJ«48 t;:|a^(^T ^ /Wtm^ik 

TJ«<5^-rT4?^^-;i^b?^^§i^a;«9il^$tL5. Cl3 C4] <D\,^-rtiM^m 

tus^m-^fes [8] \cnm(om^m. 

i^mm'r^mm^^m^tcit.mm'r^:^mx:hox. (a) r/aT^xf^c^D-j;!;? 

/*fc«fiH4>fb>^n-7^^i^C. M.mz (b) Cl] ;0^e> C5] (Z>v^-rtL^>^^:|2^ 
Cl 2] mmt'::^^T-(^^c<Dm^(D^Tfj:^^U-i^&\zX^xmm^XX^y-^ti 
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b [5] <^v>-m':d.}e:|B«(D^^, *3j;tJ? (b) ^T'aT^^vc, ^gtt-fkT'nx-r 
^■r5tiLPCm^43j;U?^<^flJM^^i--5o PCIfi. (1) Thr/T!tf^'a'^{3:J;5aP 

pcnz.x^aPC(Dmmmi¥mi'i. pci^^ci 

c?&tt<D^it^^{c. ^cmm^pcnz^^apm^(Dmmipm^mmi^tim^ti^ 
^ hsP(^m^M-t^pci<Dj^Km<Dmmtmr'rtii'£. ::L(Dmm^pcum-DaPC(D 
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V^ra) ^?Ifl^bT^»-f-Sr i;5ST*#5„ fe5V>{*^fe^^ pyroGlu-Pro-Arg- 
pNA-HCl (S-2366) ^ifO^i&^^^t-^m^m^XaPCfS^&^T y±^-r^:z. t^-^ 

m-^h^ m-mmmm) o 

fcaPCA^aiJ^-rSo PCI?r^Jfl;t;:e;d.ofcm (PCKC j; SPJ.$/.e U(D^#T<?DaPC 
*5J:tmPCm#:^;&B:t;fe:diofc#^ (PCIt;i J; t) IS^U^^OaPC^^) 

<^aPc?&tt<D^^^fe:, pci(D rihr/mm^m^^^eiPc^^izM-r^^mi^mi 

ofc^j; V) haPc^m^m-?>pci<Dmm(Dnmi>^i&ri-tnt^ :i(D^mtPcm 
ifo ^Thr/Tm^mz^^aPc^]^izm-^mwi¥mi ^mmi-^mm^m-r^t 

TfeoT. i) ^CI^^L^%^'^$•^:/h^/cfi$-I±•T^^;feV^PCI(7), aPCCD^I^Pfi^ 

^^^^^tcPci(Dmm.mi^mi!>mm^ti?>x^ ^cc^#:^^«^i-sxm. ^-^t^:^ 
m^mm-r^o •^ti:^mmit. pcncni^x^^i^m^m-r^mpcm^cDP^^ v 

-^>^:^mxhoX. i) felPcm^^s^^^$■^^:fc*:/hf*$•frTv^7fev^pcI<75. t 

sri^-a^$■&Tv^;fcv^pcI{cJt-<. m^i$i^'^^:^^fcPci(DmmMi^mmpi ^ti 
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Jl^ljii^^. Mx.He^N^:/y vfe (Kohler and Milstein, Nature 256:495 (19 

75)) , ^fclt. m.m:^:^mimmWVem,8i6,567-^) {^:J;?)MitUT^)J;v^o 5^ 

b^ilbT^>J;V^ (Clackson et al.. Nature 352:624-628 (1991) ; Marks et a 
1., J.Mol.Biol. 222:581-597 (1991)) „ :^m^l^m-f y ^ 

f*. m^. mm (m) Rxj^y^tcnmm (m) <D-mm^(Dm. ^tin^^m 

. ^#=^11^. Mt;«fe:SL^t:(DifJtdS^*nS (^a#^B4, 816, 567-i-; Morrison 
et al. , Proc. Natl. Acad. Sci. USA 81:6851-6855 (1984)) 
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(OX^tmmit. ^i<Lmmm^M (Kunkel. Proc.Natl.Acad.Sci.USA 82: 488 (1 

985)#R^) , PCR^^. h^M^o^fcJ:t)^Tpr^;&5-e#5„ :l(D2:o 

Mi^ma-i. m&mm^xnT^ymmm<Dm-mt. Kariin and Aitschuuc 

<tST7l'=f"y XABLAST (Proc. Natl. Acad. Sci. USA 90:5873-5877, 1993) }^ 

ctoT^^i-Si^^ST*#So w(^T/^=fI;Xi^{^:«^v^T. busto^blastx^ 

^q^^m5^^^5^7A^S|g|§$nTV^5 (Altschul et al. J. Mol. Biol. 215:40 

3-410, 1990) „ BiASTiz.m-5\,^xBLhs'm\,c^'oxm.mmm^m&f-r^m^Ki^. 

iJ'— «Mx.f^score = 100, wordlength = 12tir:5o BLASTtC^-^ 

^'XBiAsmc^^xT^ymmm^mm-?>m^\at. ^^7>^-^-i-im^nsco 

re = 50. wordlength = 3t-t?>o BLAST^Gapped BLAST>^n ASrMV^S:^ 

i^6^fj:^mi-i^MimXh^ (NCBI (National Center for Biotechnology Informati 
on) (D BLAST (Basic Local Alignment Search Tool) (D :/i^xf h^^M ; ht 
tp : / /www. ncbi. nlm. nih. gov) o 

iiJ#»o^^{^:^v^5PCIi bT«. ffim;tDNAfeXJ*^li^^^jcJ;9^MbfcPCI 
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<Dm(Dmfhmm(D?ci(DT^y^mmmit^jk^x-h?> (suzuki, k. etai., j. Bid 

. Chem. 1987. 262:611-616) „ Hi?Lill<^OPCI UT«. 9yh 

. 'tr^n^->fS:if(OPCI^m\f^^^ttiX-%?>ti:Ztlhiz:mm^tlf3:\^^ (Zechmels 
ter-Machhart, E, et. al. , Gene, 186, (1), 61-66, 1997; Wakita, T., et. a 
1.. FEES Lett., 429, 263-268, (3). 1998; Yuasa, J., et. al. , Thromb. Haem 
ost. 83, (2), 262-267, 2000) „ m^ilXLPCISfe^ti, Mx.f^^»iI}C|BS U 

^^tb-r. ^B36^e>l^5§P^^|iS-C. 0*b<f:i4~210raPiiT?^^-t-6„ Jiil^g^ 
^<^:fe^»«i|lI(c-^i>^iEc^fc«9. Mx.fi io~iooMg m^it20'-^60f,g) 

lOHI^^fu j; tJ? 2 HI g m^^Jgd^ e>3~7 0 ^{J:tbi^d:» b^jfii b. skm^W: 
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3Kyi5'n--^/P^#:o;;^i5^i;w--i^^^^j^-^jj^ Antibodies. A Uboratory 
Manual (Cold Spring Harbor Laboratoriey, Harlow and David Une edit. (1988 

. m^it. ^ifh—Zf-^yl^:^^ (Champe et al. , J. Biol. Chem. 270:1388-13 
94 (1995)) ^n^XhX^\ ^^V^^'^h^^tcimi^'D^tl(Dm^:^^t\.Xiii- 

y'^>^(D:^m (Kohler, G., and Milstein, C, Methods Enzymol. 1981, 73, 

3-46) ^tJ:^cTfT5:it:ds-c^6o ^i^m^mmtm^^^^^^u—^ (# 
mm.) «<bLT. y^yh. fc h:^j:i^m^(ommKm^u m^nt^— 

u ^m^<D:^mxit.m^mm mK.i^Tmm) x±^x^^. m^x^tc'Jikmx 

i/v^:7ai7— ^^^tau ^^^•^:^^iy'T^y^y'V:y^^i:^:y (hat) m 

P3x63Ag8. 653 (J. Immunol. (1979) 123: 1548-1550) , P3x63Ag8U. 1 (Curr 
ent Topics in Microbiology and Immunology (1978) 81 : 1-7) ^ NS-1 (Kohler, 

G. and Milstein. C. , Eur. J. Immunol. (1976) 6: 511-519) , MPC-11 (Margu 
lies. D. E et al. , Cell (1976) 8: 405-415) , SP2/0 (Shulman, M. et al. . 
Nature (1978) 276: 269-270) . FO (de St. Groth. S. F. et al. . J. Immunol. 

Methods (1980) 35: 1-21) . 8194 (Trowbridge, I. S. . J. Exp. Med. (1978) 
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148: 313-323) ^ R210 (Galfre, G. et al.. Nature (1979) 277: 131-133) , P3 
Ul (J. Exp. Med. 1979; 150: 580; Curr Top Microbiol. Immunol. 1978; 81:1) ^ 
tmmicmm^tl^o ^fc b h^o^n^-^, •^Ij7;^-t hheteromycloma 

i^h^y^i=t-''rinP^(DM^i^m\^^^:ztf>^-T^%^ (Kozbar, J.I 
mmunol. 133:3001 (1984); Brodeur et al.. Monoclonal Antibody Production T 
echniques and Application, pp. 51-63 (Marcel Dekker, Inc. , New York, 1987) 

EM. ^mi64om(Dmmy,immmimmu ^^^^i^^^s^i^^^TMii:^. m 

EM. DMEM. Kpm-i64o^mfi:^<Dmmmmmmmmm^x\ ^^n^-^mmt^i^i 
m±mmt^. mr^it 1:1-1:20 x*m-^j&mm(DmET. 3o~37t:-e i-ib^^-m 

,000-6,000 (Da) (D:^V =^^U^^:!f V =i-/K tf^^l^T^l-=i-/UXn±:y^ 

^^*)^ mmmmm^mm^mmx^^'^^ -^^ ^^^^ 

^noo ^(omm. ±wvx<?>ms^^y^^-^v h^-^tvxm?>^t}btxt:5 

o 

^fcS'JO^ili LTs McCaffertyfe» (Nature 348:552-554 (1990) ) i t) $ 
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^ mm-t ^^t:d^X*%^o Clackson lb (Nature 352 : 624-628 (1991) ) , RXMa 
rksPj(J.MoLBiol. 222:581-597 (1991))^, #>«r, >^T^i?7-r:/^ y — ^ffiV^ 

h1^»(D^^->->^ >y:7 V :^)ir\^X^mm(Marks et al., Bio/Technology 10: 

779-783 (1992)). ^LT. u±tj:77-i^9^>^7 v-^mm'r^tctf><D:^mt 

\^X(D=il^}f'r h V T/mm. Rmn vivomm;t(Waterhouse et al. , Nucleic 
Acids Res. 21:2265-2266 (1993)) fj: }£m^htlX\^^^o ^tl^CD^mh. 

A (^e^^^-TA/Ts'-fe'r) s ELISA mmmm^ My y/U^:^ hT ^y±-() , HTR 
F (homogenous time-resolved fluorescence) , ^fcfi^^ife^fe^ (Antibodie 
s A Laboratory Manual. Ed Harlow, David Une. Cold Spring Harbor Laborato 
ry, 1988) tCj:>)aa^b. PCI--J^-a-t-S ^31^-^5 „ 

aPC/PCIT >y±^ *3<fct>V*fcmhr/TM/PCIT ^y±^ ^n^\ PCIKMi-^mmcD 
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m^^J::^mi^XV^^^^?, (Coding. Monoclonal Antibodies:Principals an P 
ractice, pp. 59-103, Academic Press, 1986) „ ^mmmtX^Xits M^tt D-ISE 

^>^^y h^—^mm±m a/s (voiaoD) ^^v>fc±iBaPc/pciTs/-fe^tc*5 

±. ^<oBi^i.<mo&,±. ^^M-^L<mo&L±^ ^*)m-^\^<mo&L±. x 
^m^i^<mo&,±(Dm^mmt:^-f-%(D^m^^n?>. i<z)apc/pci 
T>^•fe-Y(^:*5v^T. ^«jb^ (1/5 (vol/vol)) ^<DPcmi^mm(DmMmm'^ 

0^±, J:«5^g^*b<mOiiiJi, J;«9^f^b<{*80i^X_h. <t9^^U<fi90eJ^JiT* 
feSWT'y K— ^trS#^-r§„ ^N-l-^P K— ^^«Ji^<DaPC/PCITy-fe^Ji. 

^PJ(^tn:#:?±. ^^^^;(JPO^Offi^lOO%. PCmmja(Dm^^(yK,t LfcaPC/PC 

IT 5^-%:^ (c*3v>T. 5o%mmmm7im^ u < f^ioo;* g/mmr. j; u < j^so 

;zg/mmT. J:t)^g^*b<«60Mg/mmT> J: U< fiSOMg/mmT^ J; 9 

^*b<mo,^g/mmT. J;?)0^L<fi25Mg/mmT. J: 9 U < ms g/m 
ie*T. «t«50*b<m2.5Mg/inmTT'fe5o fc5VNJ*:*:^PJ<D^^^fi:, -<?5aP 
C/PCITy'fe^{C:j3VNT. tii:frM^25/z g/ral{C:feft5PCI|5a^(D^B^{tt;iS, 0^ b 
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<m50/zg/mmT. J;«?^yF^b<mooMg/mmT. ^<om-^\^<mong/mm 

T. J:!9^?*b<«50;zg/mmT. J:»)S^*L<«30;zg/mmTx J;D^*L< 
fi25Mg/mmT-e$>So fe5V>}»^BJ(DjrL#:{i, ^mhr/TM/PCIT iy-fe-T (^:J3 

■^^i^^n?>pcimmf^ii(Dt'ibih7b>^mi.x\,^tnt^\,^:bK x^m^v<n. ap 

C/PCir }31:J3{t SPCIia^Mtt, *3 J:m'hr/TM/PCIT y -fe^ (C:j3tt SPCIP£W 
^ *5J:OThr/TM/PCITiyfe^fc*5(t550%|JaWM^:a^ -^tL^tL^* b< filOO*5 

^moOfig/mlSXT. J:«9 0*b<«:8O*5j;m5O;ig/mmT. J:90*L<f*6O 
*3J:m00Mg/mmTx a;«9^*L<f^50*3j;t>*80Mg/nimT. J;9^*L<fl40 

*5j;u«25^ig/mmT. J; ^tij--^v<m2.5^xm5Mg/mL&.rx^^mm^-t^ 
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m.2 nMi^^T-efeSo mmmm'^. ^-^mmmm. (ka) . m^m^m: m . 
M±m-^m. (Rmax) ti:if(D^^m^m^^7?i-^-fi, m^mucomtj:^(Dm 

i^mz.i-i^ OTO#«ST*^^-r§^t;5ST%5„ 10;zg/mL(OaPC (SIGMA. #P-2200 

TT^^ (MxLfS DADE BEHRING. GAA-200A) 50;z L^^;(JD-t-5„ Skmt-C^^z^^ 

•t^o m^t£ BrCX'3^m-C>^=.^-hl.fc^. 20 nmol/L CaCla (-^J^f* DAD 
EBEHRING. GMZ-310) SOnL^^rm^U ^@*T'O^F^^iiJj^i-§„ jfe^^H^r^ 

i-is ikmmm^mmmmm mK.it /meiung, kc-ioa) 5feifi;ij;?)sojt-t-5-i: 
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^M:ttL^^(DmmmM (b) ^o%tu m^^^^v h^—^mm±m^j:i£(Dmi^ 
^^«e)§ (^mmmmm(%) = {(c-b)/(a-b)}xioo) » :z(Dmt>^±^\f^mi£. 

it. ^^iJ^-^^l-'^:?^^ W^Kff^ttfc^Ofc hPCI(J:i3{t5Arg^«-Ser^ (Suzuki, K 
. et al., J. Biol. Chem. 1987. 262: 611-616) T'fe§„ ^fc. PCKDThrombin 

^ (Cooper^ S.T. et al.. Biochemistry 1995, 34: 12991-12997; Cooper 

, S. T. and Church, F. C. , Biochemica et Biophysica Acta, 1246, 29-33, 1995 

PCl<Di^m(D—^'X^$,^ePC<DmmS.mmep^in^WmX-h^. PCIOArg 
Arg^""*, :fe<3;tJ« Lys"« a^jJS, Heparin^^;^ b:^cPCI-aPC0^2f^^(^i8# UT 
(Lei Shen, el al. , Thromb. Haemost. , 82, 72-79, 1999) „ ^oT^ rtl/ 
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(Dmmm^m^m^x\ mn(omm^i^ m^mix:. 5%co, mm) x 2-14 

o llTfcJ^^trieii-rSfcfef;!. mx.m-^V:^^:^ (2. 6, lO, U-tetramethylpentad 
ecane) ^^^i?)0Ji^ f^Jg^i"^ ;i t Ti^X^ §o 

5 (^Jx.{5^ Carl, A. K. Borrebaeck, James, W. Larrick, THERAPEUTIC MONOCL 
ONAL ANTIBODIES, Published in the United Kingdom by MCMILLAN PUBLISHERS 
LTD, 1990 0m) o :ir^6^iJ:W:, K-"^<^inRNA;6^bitife^P0^^ffiV>T 

mi$i(o-^mmm Ofmm) <^cDNA^-a-^-t-s, ^^t-r^mi^(Dmm^='-h^-r 

wtL^^3S-<^i? -m^iitfo ^#:©VM*|!5%3-Ki-5DNA?r, 

^mmm<Dmk^^tf¥i^-<i!^^-^m^'^Ayx-hx\,\ mmmmmi^. mK.it 
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y^n^-r^mW- (PC19G8. PC23A7. PC23D8, PC30G1. PC31E2, PC31F1. ^fc?* 

PC39C6) <ou!^mm^^t^^^t^wm^m±t^mm-^ i^fMm~(D) ^w. 

T'feS» ^(Di,^fJ:^^^. ^mm\Z.-i^\^X\t. m^y^tx^^ji^^i^ (PCiqgs, 
PC23A7. PC23D8. PC30G1. PC31E2. PC31F1. ^fc« PC39C6) (DPCI^^^tm 

m-(om>cmi^tPcit(D^^f>K m-(Dmpcmm^x^xm^m.m^^if^ t 
^-^^i^tm-<D^m-im\:.i7immi:Km^i.x\^^:5tmm^iv^o mx. 

it. PC19G8. PC23A7. PC23D8, PC30G1. PC31E2. PC31F1, ^fz.^ PC39C6(7)^#:. 

fe5v^^4. mmm^:8. 9. 10. 11. 12. 13. ^ftituizmmcDT % /mm^i^ 
^mm-^mmm\zMi.x. ^ti^timmm-B- 15. le. 17. 18. 19. 20. ^ta^ 

m^. ^pc±^i^^xj^/^tciiaPc^mizML.xmmmxmmvf:L^i^tmm(Dmm 
n(^tmwmizmmm^w^'t^^i^x$,^x. aPmmcM-r^pci<Dmmi¥ 
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(PC19G8. PC23A7, PC23D8. PC30G1, PC31E2, PC31F1, ^fefi PC39C6) O^B 

Mtt*^^:^ (cDRs) ■^fz.\t.^f\.hmm\zMm(j:>^mmk-^mL^^t^w^i,% 

■^tt-?*L3^Bf-fo#:&U. -^Ttt^tLNj^i^^Ji^^CDRl, CDR2. CDRS^;-^^ $tbT 

-:>(Dmm^^^-t^. cDRi*m<^^#:{j:#fli[-r5^ti&sprtiT'feD> mm<D^m(D 

5-i:^SB]-|g-e^§^ M^fS. CDRtfi(Di*fc?±#:^(Z)T^ym^. Sm. 
TKttT^y^ (A. I. U M. F. P, W. Y. V) . m.7k^TKym (R. D. N. C. E 

. Q. G. H. s, T) , mmmmm^^i-^T^ym (g. a. v. u p) . tk 

(C. M) . ;«;/V'Jif^-^tJtT5 h'^^mm^^-r?>T^ym (D. N. E. Q) . :^ 

s^^Mj^^^i-sT^/n (R, K. H) . ^mm^^mm^m-r^T ^ ym (h 

> F, Y. w) ^mif^:itp^X'^^ (^M^m^-rtii>T^y^(o-:Sci^m^m 
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^m^^mW-r^:i tit-tt^K^^tlXl,^^ (Mark, D. F. et al. , Proc. Natl. 
Acad. Sci. USA (1984) 81, 5662-5666 , ZoUer, E J. feamp; Smith, M. Nucl 
eic Acids Research (1982) 10, 64.87-6500 . Wang. A. et al. , Science 224, 1 
431-1433 , Dalbadie-McFarland, G. et al. , Proc. Natl. Acad. Sci. USA (198 
2) 79. 6409-6413) , mM-f^T ^ ymmimKm}^^fhti:\,^i,K 51^. #CDR(D 
T^ym(O40%&,[f^Xh^. ^f*L<fi35%Utl^T-fct). $ b tC^f * b < fi30% 

^^mi^^^ti^m^:S:m^-f-tit£, D(TA)(F/Y) (M/DH (iB^J## : 4 

9) s RID(Y/L)(V/E)(N/K)(GA)N(T/I)(K/I)YDP(K/N)FQ(G/D) (iB^lJ#-^ : 50) , 
*5j;t)?GGYDV(R/P)(E/S)FAY (gH?(|#^ : 51) (y^9yU=uX-m.mfbtlfcT^ym 

(DT^ymmmit. ^#:H^<DCDR1, CDR2. *5j;t)?CDR3tcmi-So ^ttb^CDR 
Sr. BlfM©Hi^^^^(^:7U-A!7-i5'<D^cDCDRK .CDR2, *5 j:m:DR3(c:^i^-t- 
mi^<DtimCDRt bX^^ bV^T 5 y ^SB^IJ^ j; V) Mi^mm^-ttHt. CDRlt b 
TJiDTFMH (mmm-^ : 22) ^rcttDYYIH (ia^J#-^ : 23) , CDR2^ bT« RIDYVN 
GNTKYDPKFQG (@a^J## : 26) . RIDLVNVNTKYDPNFQD (ia3?IJ#-^ : 27) , RI 
DLEKGNIIYDPKFQG (iB^IJ#-^ : 28) , CDR3^ bXfi GGYDVREFAY (SH^J#-^ : 32) 
. ^l/hfi GGYDVPSFAY (ia^J## : 33) i!itm\^^hMo ^fc. _b|B(?5#CDROT ^ 

(Cgili-5i.bf»^PJ<Di£8g{C^*tt6o #CDR«. ^ ^ >5^ n 

-^/Utai^ PC23D8, PC19G8, PC23A7, PC39C6 ©H^OCDRl, 2, *3j;t)«3 
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tt^X-^^, mCBRtVXn. M;t« SA(T/S)SS(L/V)(I/S)YMH (BB5?lJ#-^ : 55) 
. STSNLASGVPA (Sa^J#-^ : 56) , j:tJ«RSSYPFT (ia»-^ : 57) (DT^ymS, 

o "^n^'tKDT^/mmm. im.mm(DCDRu cdr2. ^ji^xmRSKMit^-r^o ^ 

M(OLm'^^M^(0':7\^—J>>l7^^(Dm(D(mU CDR2, *5j;rJ^CDR3(J:+i^t-S{4g 
{J:#A$tb§o ^(D^oti:^i^(DLmCDRt UV^T ^ 7 ^BBM^ J; t) 

6<Jle:^il^-r*Lrf, CDRl^LTJ* SATSSLIYMH (iB^J#-^ : 37) *fe«SASSSVSYMH ( 
ia3?«## : 38) , CDR2t VXtt STSNLASGVPA (BH?lJ#-^ : 42) , CDR3^ bXfi RS 
SYPFT m^m-^: 46) ;5S^v^ P>ttS;ds^ wtL6>tJ:$iJ|JS$tb^.ev\ 

(a) ia^J#-^:49. 50, :i3 J;-0?51{c:®«fe©T ^ ^ miBM36=»e>?feS+B4i'[4^^^ 

(b) @a^j#-^:49, 50, ^^mi(DiiM:(OT ^ ym^^^^mmi^tcmmTb^h 

(d) gaa?lJ#-^ : 49, 50. :i^XV^5lt^tl^tl7m>]^±(om—^^mT^T^/l^ 
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fismi^s ^e5{-^*u<mmi^. §e>(-^*b<mi@-c3bSo -Sfc (d) 

(a) ia^j#-^:55, 56, ^i:m7Ktm.(DT K y^mmi!)^hfj:^^mmi:Mm. 
mo 

(b) iB2?lJ#-^ : 55, 56. :j3 j;U?57<D>tt^<DT ^ 7 M^i^#6tgmbfcSBa?iJ;&^fc 

(c) mnm-^ : 55CD5^|JX|^, ia^J## : 56<D5m&.P^. *3J;t«l^J## : 57(^4 

(d) ia^J#-i-:55. 56, 43 j;U?57i:-?:tL-ett70%£>l_h(D|^-'f4^:t-t-;5r 5 / ^ 

iz0-^v<mm&.[H. ^hi^0i^v<mm^p^. ^him'^v<mmx^?>o 
^fc0* b < ftmmm-^ : 56<d4#£>ii^, $ b t^:^:?* b < «3iai^Ai^, $ ^ {^i^f ^ 

b < m^J^F^, $ ?>j2:i8^^ b < mmxh^o ^fc^^ b < f*BH^J#-^ : 57<D3m 
£Af^, $e>i;i0^b<«2mi*I. b<mj@T?fc:5„ -Sfc (d) 

5 ^GF^ b < «75%£X±, $ b izim--^ b < ?*80%i^A_h, $ h b 

<{i90%i^^_h, $&(c:^^b<fi95%lJJUiT'fc5„ ±IB05H^;|1M'I4*^^ 

'^it^mm(D^i^tCxn. RYWMS (iB^iJ#-i- : 52) , EINPDSSTI(N/T)YT(P/S)S 
LKD (gaa^J#-^ : 53) , :J3 J;T>'(F/L)FYYGTPDY (iH?lJ#-^ : 54) (DT^ymmm^^ 



wo 2004/065418 



24 



:T/JP2004/000429 



mmi^. ^ti^tKDT^ymmmit. mmmtDcmu cdr2, *5j;tm)R3{cta^-t- 

5„ c: o J: 5 jfcgL^^OH^CDR^ LT0^ LV^T ^ ^ mSB^J^ J: 9 Af*:6fi{j:^J^-r 

nf^. CDRli:UT«RYWMS (iB^J#-^ : 24) , CDR2^ LTf* EINPDSSTINYTPSLKD ( 
mmm-^ 29) -i^td^ EINPDSSTITYTSSLKD (BB^IJ#-^ : 30) , CDRS^ LTf* FFYY 
GTPDY (ia^J#-f- : 34) LFYYGTPDY (BB^J#-^ : 35) }dSWe>tL5„ 

"E-Zi^n— f/P^^ PC30Gl*fc«PC31Fl(7)H^(OCDRl, 2, *5j;m<D#£^ 
'^t)i^:^ffiV^5^^;^STt5o :i4xb<D^#:f*, PC30Gl^fc{iPC31Fl^|^^0DPCI 

'p^f^i^^m-t^:Ltf>mw^n?>o ^(Dm^nLmcDKstvx. m;^}^ kasqdvi 

(V/K)AVA (g33?!I#-i- : 58) , S (A/T) SYRYTGVPD (gaM#-^ : 59) , *5 j; miYSSPPWT 

(.mmm^ eo) or ^ y ^iaM;o-e>/^5cbR^fe«::n^ tmmm^mmoycDR 
^m^^i^^^^tf)m^i.\,\ "tfi^tKOT^ymmm-i. ^t:#:l^ocdru cd 

R2. :iSXXKmziz.MJt^-r?>o -Mit, m^^L^CDRsf*, ±sB(^H^ t mfi3t{::^ 
V^T^>J;V^„ L^CDR^U-C^^*LV^T^y^iaM^J;^9^#:6<J{C'0^II^i-tL{^. CDR 
1^ LTfi KASQDVIVAVA (ia^J#^ : 39) ^fc«KASQDVIKAVA (gB^J#-^ : 40) . C 
DR2^ UTJ* SASYRYTGVPD (Ba^J#-^ : 43) ^fcfiSTSYRYTGVPD (@H?lJ#-^ : 44) 
. CDR3.i;LT{iHYSSPPWT (ia^J#^ : 47) ;dS^VN6,tLS;5S, ^nh(DmmKnm 

ybf*aPCiSttm-t-5PCI©iaWf^M^PlWi-5^#Sr^i-§^#::6S^*tb5o 

(a) mmm^:52, 53, *5j;TJt54tC:|B«(Z>T^y^ia^lJ;5.f>/^S^BMtt^5^^ 

mo 

(b) iB2?IJ#-^ : 52. 53. *3 J:t)^54©^#(DT 5 ^ ilSr^#6<,g^bfcSB»-e, 

(c) iHa?iJ#-^ : 52<D3i@i^XF^. ia^lj#-i- : 53(^8i@J^;ll^, :J3J;t;«gH^J#-^ : 54<D5 
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(d) gH^J#-§-:52. 53, *3J;t;?54^-tttm70%m_h(D|^— |4^;^i-ST ^ y ^ 

(b) saa?!!*-^ : 58. 59. :i^xmo(D^M(DT ^ ym^^^mmrnvfcmm^ib 
(d) iaM#-^:58. 59. ^xmob^^^fhiQ%^M.<Dm~'&^^-r^T%ym. 
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^bim^v<mmup^. $6>(-^*b<mMT'feSo ^tc (d) 

^tc^mmcom^tX^Xn. TYPIE (ga^J#-i- : 25) , KFHPDNDDTNYNEKFKG (iB 
mm-^:31) , *5j:tJ«GHDYDYGMDY (iaa?lj#^ : 36) (DT ^ y^mU>ibfd:?>CDR-^ 

mt LT. m^it KASQSVDYDGDSYLN (iB^IJ#-^ : 41) . GASNLESGTPA (BBM#-^ : 
45) . *5J;U?SNEDPPT (iE^J#-§- : 48) ^ ^ mia^J;5-e>5fc5CDR*fc«^ttfe 

. 1ffii^im(DCDRU CDR2, :i3 J;r)?CDR3{;:^jE£:f-5„ 

(a) gaM#-i-:.25. 31. *3 J:t;«36(C|E^<^T ^ 7 ^ia^Jd^^>;fe5^B;|tttg^^|g 

(b) iBM#^:25. 31. *3J:tJ?36(OftS<7)T^y^^i5fe#6!)Smuyhga^J;d.f> 



(d) mmm-^:25. 31. ^^m6t^ti^ti7o%^±(Dm~\t^^-t?>T^ym^ 
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b < mm&.p^-vh^„ * tzm^ b < nm^m-^ 36<^4^j^rt, $ ^ ^^^^ u < 
mmi^. $^jc^*b<m^£irt, $e){ci^*b<m^T*fcs„ (d) 

(b) ga^J»#:41. 45, *5J:TJ«48c0ftEO7'$ym^##6^»mbfciH?iJ;i^b 
. ( c ) mmm-^ : 41(^5fii2Xrt. iBM#-i- : 45(D5mSllf^. *5 J;T^SBM#-^ : 48(?54 

(d) gBa?IJ#-i- : 41. 45, *3J:tJ^8i -^n-etl.70%J^±© |^— ft^^i-^T ^ 
(c) i^l^SftST^/^O^^I^fi, ^^U<ii@a^J##: 4104^1^, $b 

{;i^*b<«:3mrt, ^?5J-0*u<«2mi^> ^fe{-0*u<m^T?fe;5. 

b < {i2<®i)^(^, $ h b < 5. ^ fc0* b < {*iB^J#^ : 48jD3m 

&.r^. ^^imi^\^<i-i2mu\H. ^ ^Km-^v<i-iimx^?>o -s^ (d) 
ttsm-ttfi, ^?*b<m5%£^_h, $e>(c^sf^b<ft8o%^_b, $e>{;i^^b 
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}c:^'^U:fc5t^mm^Mta:flc. M;tfif. (Chimeric) t hfb (Hum 

anized) Ini^fSiif^^mX^^, :zfl^<D^miaim±. |!E^O:^^^^VNT^5t 

t h^b^^i, fll^^ (reshaped) fc tjfj^^tL, t hfii^^ntfLlili^ 

. mx.it-^^:K.imf£}f(o^^M h^W(om.mi^f^i-mm(oim^mk^mi$. (cdr; 

complementarity determining region) ^fc h^^<^>teM'l4^^^J^(Ctt^^;t 
fc^OT'^D. ^(D-Wtmm^^mmK.^m%>^h^X\^^ m^^. Jones e 
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t al.. Nature 321: 522-525 (1986); Reichmann et al. , Nature 332: 323-329 
(1988); Presta Curr. Op. Struct. Biol. 2: 593-596 (1992) #flg) „ Mc^&)}iUt. 
•^^:^1^i^(OCDRt t hini^(Dyu^J>.r7-^mm (framework region ; FR) 

9400. mmmwmm<^mmmo 96/02575 #fi^) „ cDR^^uTig^^tbst 

i>X\/^ (Sato, K. et al. , Cancer Res. (1993) 53, 851-856) „ 
*fc. t ^^.^<^)^#;^^^>^e>^^TV^s. Mx.?^. fc h y v^^^tr in vitro 

(4#<2f5pi-59878 #fl§) , ^/c. t h^^rit'^^O-^^ 
;rc:«:^-COW-«-hy^^;t-r5 h7^-;^i;?a.= 5,i>' (Tg) i(i#i^fetJlT*^^i- 
S^^TFfMOfc h^f*:^^#i-S-^:dS-C?#5 (Nature Genetics 7:13-21 (19 
94); Nature Genetics 15:146-156 (1997); Nature 368:856-859 (1994); 
fFtilM4^M#-^W0 93/12227. WO 92/03918. WO 94/02602. WO 94/25585. WO 96/3 
4096. WO 96/33735#fig) „ ^(D i 5 J^JJIgft^J^:, Mt^ft^O 

^^^(Yeast artificial chromosome, YAC)^^ ^^i^if^^]^x}l V-^^^n 
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^tLe><D;fy^fi|SJC^^T'fe9. wo 92/01047, wo 92/20791, W 
0 93/06213, WO 93/11236. WO 93/19172, WO 95/01438, WO 95/15388 Sr^^tC^ 
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ituTf*. (1) mmmmm. m^.^^ cho. cos, ^^^n--^, bhk (ba 

by hamster kidney) , HeU, Vero, (2) M^it. TZ^ ]) 

J^^nmm. feSV^fi (3) %^mm. m^M^ Sf9. Sf21, Tn5/^af> 

. mx.\l=-^'T^r-i- ' i5^y^;^A (Nicotiana tabacum) ^^(Dmm^^htlX^ 

^•fe;^ (Saccharomyces) n * ± u\fiy=c: (Saccharomyce 

s serevisiae) , ^jfc^m. 'gajx.f^, T:^^/l^^/U::^ (Aspergillus) M^i^T 
' z^:^^ (Aspergillus niger) ?fcif;OS^^,tLTV^So Mi^mm^^ 

m-r^m^. ^^mmii^^mi^^^m^m^h^o mmms^t vm. ^mm (e. co 
^mm(D^i^(DT4y^4':rt\.ximmnf3:<. mK.t£igG (igoi. igG2. i 

gGS. IgG4) , IgM. IgA (IgAl, IgA2) , IgDfeS V^{*IgE^;5S^{f P,tL5;as. 0* 

^i^(Dm)ft\.Xi-i. FaK F(ab')2. Fv, ^fcf*S^*5 j;tJ?^^<73Fv^ji^/^ y 
>:^-Xmm^^tciyl^^;U^a.^l^Fv (scFv) . diabody (diabodies). 

at^^X^6tl{c:m^m;t^^i l.X^m.^^^:Li:^mh<^^Xh^ (Morimoto 
et al. , Journal of Biochemical and Biophysical Methods 24:107-117 (1992); 
Brennan et al. , Science 229:81 (1985); Co, M. S. et al. , J. Immunol., 19 
94. 152. 2968-2976; Better. M. & Horwitz. A. H. . Methods in Enzymology. 1 
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989, 178. 476-496. Academic Press, Inc.; Plueckthun, A. & Skerra. A., Met 
hods in Enzymology, 1989, 178. 476-496, Academic Press. Inc. ; Lamoyi, E. . 
Methods in Enzymology, 1989, 121. 663-669; Bird, R. E. et al., TIBTECH, 
1991, 9, 132-137 „ 

CDR) ^mmmv^ 'fn-\i^^'^-(DmmKWMm^mL^m^-r^. mh. mm 

x)^. ^yxD^Mi^^mit-r^tzi^iz rpcj tmtn^m)f^^±c^^ Fawmm^ 
^^>^^^m(DWcm<Dmm^mmizLy^-f-?>^xFahm)^tmti:^f>K i-^(d^w. 

^^'^^^'f^^-r^mm^^x:^^m<Dn!^mm^^t^^^^m)^^Fa\mkii^ 
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^^t-h-^^^o *fc. ;^Mm^©^t^j;e)ii[^F(ab')2-SHif>T-^lHlI|JlU F(ab' 
)2»f>t<^J^^(C{fc^^l<,^-^$^ai^t,l?^S (Carter et al. . Bio/Technology 
10:163-167 (1992))o ^ h\Z.i^fz.%\\(D:^mtVX\t. F(ab' )2^jt:Srii:^. UW^ 

(^^^^£^^mm(Dimt:m^-t^h(oxh^ib^ (spt>. -s^i^mtt^^: (bisp 
ecific antibody)) . ^mmK^n^ ^^wmmmm ttisi±m^tt. 3 

^fz.n^(7:>i:^fm^<Dm)fm^li:^ F(ab')2 
)-t?fet)#So — a#^tt^#:{*2ffi0(O^#:oS^^^^ (HL5^) ^^-^^iirT 

ein et al. , Nature 305:537-539 (1983))., ^feje:, m^^H^m^mK X \) ~ 

IB^m^ ^f*U<fi:fe^^n:/y ^(^M^c^^^^i^cort. tv^;?, CH2^t;«CH3 
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^^T7i?7=V (diabody; Db) 5t^^^g!!'^{C i t)«^$ttfc (bivalent) 
<OW.i^m)i^1f^-r (p. Holliger et al., Proc. Natl. Acad. Sci. USA 90 : 6444-644 
8 (1993). EP404,097-^. ff093/11161#^) „ T^^^ fi, 2;*:cD7Ky 

i^i^Rr'^^:^(v,)st;^«iipr^^ii^(v„);6s^ sv^^^M^T•#;fcvH£^^lMv^. mK.t$ 

^<^^:#20(^^;^^6^1^(a. b)(C^i-5V,^V„^V,a-V„biV,b-V„a(?5 

^^h\Ci^y)%hf\.^. scFv<30iml^i^COV^■Cf4, Pluckthun fThe Pharmacology o 
f Monoclonal AntibodiesJ Vol. 113 (Rosenburg^mfooreli, Springer Verlag, N 
ewYork, pp. 269-315 (1994))#Mo -^^inl^r^^^-f'SS^^&ii^S^^i^ieijS 
V^Tji^-T?fe5(Mx.{^. 3feH#fFm 946. 778#. ^leH^m^^ 260, 203#. 
#^05,091,513^. >ieS^^fFm5.455.030^tr#fl^)o ::OscFv^;I*3V^T. 

m^hmmmL\'t. y ^f*b<{i;ify-<:7"5^Ky i-;*-^iir-L-c^^ 

$tb§ (Huston, J. S. et al. , Proc. Natl. Acad. Sci. U.S. A, 1988, 85, 587 
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9-5883) o scFvK^n ^mmmm^xxj^mmvmmit. m-(Dm,m^^^vxh 

mb\^X. :^^]}:^^u:y^v=^-7U (PEG) ^(^#a:$^-^i:^^Ufe^^<jc%^^-t- 

'5^:^^>i?#s„ ijci^(Dmm:^mit:i(D^mi^:ts\^^x-txi^mL^tix\,^?>o :^ 

J|t^t-5il^;d5-Ci:S (strategies for Protein Purification and Charcterizat 
ion: A Laboratoy Course Manual, Daniel R. Marshak et al. eds. . Cold Spring 
Harbor Laboratory Press (1996) ; Antibodies : A Laboratory Manual. Ed Har 
low and David Lane, Cold Spring Harbor Laboratory, 1988) HiK ^LfK.^XZ.W^ 
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fllV^7t:*^^^ LT. Hyper D, POROS, Sepharose F. F. (Pharmacia) ^i^m^if 

:*:^PJ(^^^^PCI i^M^iirS ^ id i !9 . PCItc J;SaPC^^(Z)a#*3 J;t;t/^ 
ybttPCl{dJ:5aPC^i4<DPl^^^^j-^5^^^ST*#5„ :^mm(D 

^mm<Di^i^^^^^^t i^x^^-r^mmmm^mi,^^ ^: ^ j; t) . apc(;i j: 5 
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mmti^xi-t. Mi^(fyizimx.fiwimskmm. mm^kmrn. mm^st^p^mm (d 

isseminated Intravascular Coagulation; DIC) ^^1^, BJCJfiLiS^^dS^tf fettS 

o 

^i^^^PJf*. (a) *^Pjo^^, (b) PC*5j;t>7^fc}iaPCSr-^tp 

^^'(^/^fciimm-t^mm(D^}s^^fci-if^miz.^m^ti^^^y hx^^x. (a 

) PC. aPC. ^^X^^mm(Dmm>hfj:^m:b^^m^^M{>fj:< th—:>. *3j; 
XJ^ (b) ?&^*^*OPC*3j;tJt/^fcttaPC<i!^^#:i:^#^-^§-^05|g^^^. 

T^^$tb5^^:ds^tf btb. =ft^6tJ;i«lii|IRjfiL^^, m^mmm. DIC. SJcjfiLjm 
^;aS'i-*tbSo :*:^i>'hfi, l^Hfi^aPCfe5VN{i^#:^;&*P,iS^l^^;:PC^^j.(^aPC 

B<o^mi^^nmm^no:Ltt^x^:^^ mmmwt\.x\^. 

Vi^f^i£(DmmW. (PD) , = h^^^ (CD) 

. ^-^^jvy^y':^^:;^^ (Dvd) . ¥^^*cp«*y^<^ = ^^l^'^^^ig^^t)^tg 




wo 2004/065418 ^ ^CT/JP2004/000429 

38 



^mmcDmm-i. ma. ^¥ma^-^(D\,^-rtix-hPifmxh^f)K 0*b<j4#^ 

irLTfi. m^-it. — IlI{CO#frfil kg$)fci) 0.0001 mg;d^blOOO mg0^ffl-t?i^ 
^-t:dSBrtgT?fc5^ fcSV^^*, m^-ft. m#abfc?)0.001~100000 mg/body05^ 

:^mm(D^i^n. mmK^^Xmm't^:zfdtt^t mK.f£. Remington's P 
hannaceutical Science, latest edition. Mark Publishing Company. Easton. U 

.S.A) , mm^imm^n^miif^isj:w^fa-imnm^mK^t^h<Dx^<>xh 
j;v\ mK.i-£^mmmi} (peg, iween^) , mi^^m. mmjtm (r^^/nf^^ 

m^) . m^^: ^#J|sf. -^#3^, ^^^j^ ^^^j (y ^ozi/^, ftfeo;^- 

a^^) . ^u-hM (EDTA^) , M^^j, ^mmk ^^M. mmk mmi 
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-^^^V. ^-^M^MJiJ^y^r^-r h% 2Ky:^^i/ai5^i^>'?i-fkt<^i>.jft60. 
:i5-e^5„ *fc. ^(^ftfe£0<g:9-^4©:iKy-<>^^h% jk^fT/i^y^^ ^ -^^^i^ 

^v=^-yK PEG^) . 0-c:^>m^mmimi {^-vy/\-^-h8o. Hco-50) mt 

KK7yi5^7"yy^y-i>-;5;7^i.(y7|fy^A, T/i-:/^ rJ' nx<L7ac: 
"Remington's Pharmaceutical Science 16* edition", Oslo Ed. (1980) 

#5 (Langer et al. , J. Biomed. Mater. Res. 15: 167-277 (1981); Langer, C 
hem. Tech. 12: 98-105 U9S2) l^m'^Vf'mS, 773,919-^ MM WWfmm^m (JSP) 
58,481-^; Sidman et al. , Biopolymers 22: 547-556 (1983) ;EP||133, 988-^) 

B'f-mmtrno^th^i^hti^, is^^^^uxf*. nakedr^;^^ K{ii4:5ii: 
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Xm^-t^i,^ (Adolph iri>-r/W;^^yA^JI , CRC Press, Florid (I996)#fi§) 
^y-Ah^>';^:7:x^-^3>^, (^S#i^m4, 945. 050^) . ^ftfX 

mat. PCI cdM<Dm.mm^i ^^^t^u ^.T^i-niTfe-So :^;Rpciat'^^(Z)^ 

SgH^IJ^^L/Co mmU^fh^^-^^^^ (pCHOI) <^EcoRI-BamHI|^{3:ifA-r5 
i6<J'T?5'5^j3j;t;J3'5|ci^tC-€:tt-^tLEcoRI*3a;tJ«BaniHmfigB^J (T/^) $ 

El2«, PCI cDNAO^iB^J (FUGi5'i/##) ^^-TEl-efeSo Flagi5'i5^## 
©PCm^^(D:^ga^J?r^Lfc„ mmmmmm^^i^^- (pCH02-FLAG) (DEcoR 
I-BaniiiP«^{^^SPCI^=.^ K-f5cDNAtr#A-t- -5 ^ i J: t) . ^zgPClSt-^^CDS* 

: 7 ^: bfco 

HI 3 PCI-Flag:ip J;t«>CIOSDS-PAGE^ •>3z;^i5^ >:/n 5,^^ J: S:^-:^^ 

B^^^-t^MXh^, (A) PCI-Flag (U-i^l*3j;t;t2) , ^feW: (B) >5^i//jJb 

1*3 J;m) ^fc«^cm^^:^^v^fc!>aly^>5^:/>^^y7^^ix^ (V— ;>-2:j3±TJ?4 
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itm^^-rmx-h^o ev^RttaPC/PCITs/-fe^, MV^nttThr/TM/PCIT5/-fe^O 
ia5«, ^^I't'fP^«:©H^©T^yS6gB3?iJ^^^t-^T'fe5o CORK 2^^X^ 

3^m^xmvtco m^cDT^ ymmmti±7b^^mi^mmm-w 15-21^: 
[^Ji^sj 1 ] pci^m^^ ^—(om^ 

1.1 PCIjtfe^(^^ p^- V>»> 

PCI-up: 5'- ACG AAT TCC ACC ATG CAG CTC TTC CTC (iH^IJ#-^ : 1) 
PCI-low: 5' - CTG GAT CCT CAG GGG CGG TTC ACT TTG C (ia^J#-^ : 2) 
Human kidney marathon ready cDNA (Clontech) Sr^^fJl bT±ifB:/^-r 

hpciit^^±ii|iitfc„ mm^titcmm)^^ EcoRi^BamHitfrn-ftib. wb^^mm 
^ TpCHoi-pci-<>5^ ^ -mm^^r ufco (la i ) 
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^fc. Fiagi5^i?'##pci (pci-Fiag) mm.^^ ^-(Dmmii&.r(D t^^nofc 

PCI-low2: 5'- TTG GAT CCG GGG HC ACT TIG CCA AG (iE^J#-^ : 3) 
^ODNA»f>t-% EcoRI^BamHlT?M'ffe:L. ^a—^l^^^^ h (Dm-mmagi^r ^ 
^i#oljj#)||Blia^^-<^ ^ — pCHGII-Flag<DEcoRI t BatsHmmWLKWA bfCo 
^IH^J^Si^U. pCH0II-PCI-Flag<7):^^^^TbfCo (EI 2) 

1. 2 PCI J; mci-Fiasm^mmmcpmir 

pCHOI-PCI. pCHOII-PCI-Flag^^n^tlPvuI-T?^^b. m.m<h^n^±o -OD 
NA 30Aig^CH0^1!& (DXBll^) iC^x^V-^ h n;jf W-^y 3 j; ^XUfCo ^ 

^aa^5 % FBS (GIBCO BRL CAT#10099-141) %^Dbfca (-)MEM 
(GIBCO BRL CAT# 12561-056) -VmmV. PCIfe5VNfiPCI-Flagje^;^(??31 

timimx^mmu mm±mmm^m±i.tc. pci*3<fcm'ci-Fiag©igmttfeiPci 

(Affinity Biologicals CAT#GAPCI-IG) ^MV^T^i^L^o 
C^lfeM 2 ] PCI-Flag(Dmm 

PCI-Flagl^^mCHOt^t:. n-^-TKh/w (1700 cm^) S^ffiV^T. 5 % FBS^^ 

OTt:. 0.5 rpm) bfc^, i§«&l^5fe:i3J;m>BS{;i j; SSfeif-^ffV\ C 
HO-S-SFMIIj#;Nfe (GIBCO BRL CAT#12052-098) ^SI^P U72^Pfl;^« Lfc„ 

bT|^T<^*IMtffiV>fc„ it#_h?f ^0. 05% Tween20^-^tf50 tMhV ^M=»^(pH 
7. 0) -V^PWit bfcCM sepharose Fast Flow :^ 7 A (Amersham CAT# 17-0719-01) fCl 
Sfc^#. 400 inMNaCl^-^tf|^J^«?^{j:j:l9^aiL^„ ^WS^^NaCm 
^^5200 mk^?>^^ 150 mM NaCl 1 0. 05% Tween20<|r#tf50 aMhV P^m 

^?^(pH7.4)-t?5^it;bfcAnti-Flag M2 agarose affinity gel (SIGMA CA 
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T#A-2220) i^mai^-^o ^W«0.05% Tween20^-^tpl00 mM ^V-»mmm (pH3 

IC, PCI-Flag^-^tflli^^O.OS^ Tween20Sr^tp50 mM P V^i^^?^ (pH7. 0) "C^ 
I^YkUytCM sepharose Fast Flovr:^ 7 J>^\Z.mm. 400 tM(DliaCl^^t^mmmm 
X^^m^no:itiZX<0^mmm^nofc. ^bt^Centricon YM-3 (Amicon) (C 

immmsz pcKomm 

pcm^m.aim^, ±mmm<D:^m^xQ—^—^hJi- (1700 cm^) ^m\^\ 
mm±m^mmvfco ^m±m^o. 05% Tween2o^^tp5o nMhv :^mmm(pH7. o 

■eW^bUfcCM sepharose Fast FlowtC^OL, 400 mM NaClSr^tflHi^ 

«^{ClJ;t)^aiL:fc„ PCI^-^tfW^SrO. 05% Tween20^^tplO nd^ y 

M«?^(pH7.0)T*¥W'fLbfc:HiTrap Heparin HP (Amersham CAT# 17-0407-01) 7 
AIJI^U ^mmznacmm (O mM^J^blOOO mW) ^ ^ j; 9 

^frofco ^tii|ii:$>SrSuperdex 200 26/60:^7 ^i. (Amersham CAT# 17-1071-01) 

5>-i^»{;itJeoT^Pibfc„ ^^KfCfiO. 01% Tween 20^^tfPBS (PBS-T 
) S^ffiv^fc„ rtL^2lBlMt)aSb. PClSr3»Mby^o Jlti^i5^^-^N-i^«SDS-PAGEj3:J; 

«9 bfci^-t,, j; mwpm^u^ i^mcmm^ ^^^=i^p^^^^ 

M^xmmvtco (El SB) • 

immm 4 ] pcnn^-r 5 ^^mik^w-Dmpcmi^(Dim 

PCl-Flag^^^^irUT. Balb/c-^l^;^ (Ht. 13®#, B:^^-r-^uXV y< 
-) 5EC(^^^sfe{^:^v^^^Sr^fo}feo ^IsI^^Jct:i^^i00jug/headi:;fc5 J; 5 
{C^^b. FCA {j^n^Vh^^Ti^^^z-^Vh (H37 Ra) .Difco (3113-60) 
Vl^y'^-y^^y^ (cat#231131) } ^^V^T^-v/^t;?3 ^x^l^Ufc^jO^^TJ- 
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^Ti?^y-?i/h,Difco (0639-60) s-<i5^ h ^7^^ ydei^yv (cat#263910) } "C 

^TfclS-^Lfeo 'PCI^0.5/ig/ml, 100Ail/well-T?=i>-hufc:^A/>^V— hSr^ 
V^fcELISAtCj; !9PCI(e:^-r5jfiL^4:o^#:«;jsJ^^U-rv>5©^li^=^, No. 2-^ 

^—^Bmpsmt^^p^mmmsk^m-^u pegisoo (o^x^ • ^j^^TiS^^^^T^^ 

^y^. cat#783 641) (Jl J; ^ISM-a-STfTo fCo ^tt-etL-?iJ^>^*5f5©^N^:;^y K 
^W:96:A:^||r^-M6tfc-ro^#UfCo ^§g0 J; ^)HATitife {10% 

FBS / RPMI1640 / 1 x HAT media supplement (SIGMA CAT# H-0262) / 4% BM-Con 
dimed HI Hybridoma cloning supplement (Roche CAT# 1088947)} T?3l#i^@B*& 

u '^^-^^3>moBnKmm±m^\Eiii^i.ELisAy^^v-=^iy^^n-^fc, el 

ISA;^ ^ V -=^>^i!fimm(D^i^mmMt I^^JCPCI^O. 5/^ g/ml. 100 1/well-e 

4.2 r^:^^ 

4. 2. 1 ELISA 

PCi%fflv>^ELiSA;^ ^ V J: v) m^^=^jv:^mi bfc„ Lfc^ 

a./H*24 !> ^./l^T" l^- h (Cfe^ b/c^. RB##f5fe ( 1 ^tt ^/l-<7)^j8aiOO'(@ 
^96iJ7 3./^7'l-— M^6:{c^i:iitf) {cj;t)i^n— ^n-^^^^j^Ufc 
K— ^Srfe:M##L. J#«±?t*^e,^#:(^3|tM^^Tofc„ 290^(O^!j7 

4.2.2 aPC/PCIT^'-fe^ 
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aPC/PCIT5.•fe^{^:J;5PCI^^:^S43|p^^4^§,J^^J^^ (50 mM Tris- 

HCl (pH8.0), 150 mM NaCl. 2 mM CaClg, 0.1% BSA, 5 U/ml Heparin) iC^^^^ 

b^ho 0.25;zg/ml aPC<|r^PLT$ e>(C3rC. SO^^MbfCo 0.4 mM Spectrozym 
e aPC (American Diagnostica Inc.) <Sr»U^fi-t?2^^S;£;$-a:fcm, 405 nm 

^9J^\ZX^i^(Dmm%n^t^. l*MLfcfeL^^ffiV^T. aPC/PCITs^-fe^^fro 

4. 2. 3 Thrombin (Thr) /Thrombomodul in (TM) /PClT^y±^ 

Thrombin (Thr) /Thrombomodulin (TM)/PCir >y±^ tC J: 5PCIfC*fi-;5 4'fnfiltt<?D 
ay^;feJi. SiiS^ (50 mM Tris-HCl (pH8.0). 150 mM NaCl. 2 mM CaCl^. 0. 1% B 
SA, 5 U/ml Heparin) icmM^i^. 5/.g/ml PCI. 2 nM Thr. 10 nM TM^^;tinbT 
37^. SO^MUVf^o 0.73/tg/ml PC^^P LT $ {c:37''C. SO^Ml^fc^^ 0. 
875Mg/ml argathroban^:«JP;tT^i«;Sr^^Jtbybo 0.4 mM Spectrozyme aPCSr^J!)P 
b^MT'2l^|^^^S:$^fcm. 405 nmT?itfeLfCo (i^^_h. ife^^^£gf*-f ^T:^^ 

3»^Lfc^^T'aPC/PCIT s/-^^ t-Tf ^Stt;as?f|^$tLfe7i5^ n-:/fCoV>TT 
hr/TM/PCIT5/-fe^^ffofc<, ^<D1^^^ 7^ ^-:/t^.3^ n^V (PC31E2. PC31F1 

. *5J=t>T'C30Gl) {CoV^T^»^^:^^Ufc5tV^4'Sl^Stt;as?^i^$tL^ „ 
4.3 feLfeM^ 

T^y^^^mgGU IgG2a. IgG2bTfeofc^^(i, ^tb-etb^N^ ^ y K— 
^^±^^20 mM V ^^^mm (PH7.0) X^itVtcM Trap Protein G HP (Am 
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ersham CAT# 17-0404-01) iC^^nb. m^^^ 0.1 M ^})i^>mmm (pH2. 7) T' 

^tui-5;ii:(;ij;«9ii^Lfco mmm^myL Y])>^mmm (phq.o) T*ii:t,jctti 

^^frofco ^W^^t£mi^-^-Zf—;\^\^-tt^, 0. 05% Tween20Sr-^tpPBST'— ^ 

, mm^n^'^mmm.^. o. 02%^ j; 5 {JiNaNg^^jp Lfc„ 

WPCmW<OT-iyd'^}fl^^Yt^ ImmunoPure Monoclonal Antibody Isotyping 
Kit II (PIERCE CAT# 37502) ^m\^\ :)jm\t.mH<D-^=-=.T MZ.^^^fz.^ 
l^f^^cmmi^x:i-l^\Z.^\,^XT^y^^^mm^\^fz.t:La. IgCl^iSzo^J^ n 

4. 5 BIACOR E};! J: 6 j^CI^#:(D j^^i^6^^^ ;fjf 

10 xMmk^VV ^J=. (pH5.0) T'25/zg/niliC^f^bfcPCI-Flag^ffiV>T. 

:/;^iy:7'!; ViJ^drj/ h (BiACORE*h> BR-1000-50) ^;I|B4fe^nyh^^fe^^:T. 

'-^^XTT'CMS (BIACOREtt, BR-1000-14) (ZlT 5 y b/Co ^O^f^fc 

Ti|^3000 RU(7)PCI-Flag;dS^ CM5^5':/±{C®^^b$tb^c„ ^ (Z>•fe:>'1^-^5,:7•^ 
ffiV>TBIACORE2000{^J:t)iJiTOjg|£^6«)^^fTofc„ #*^cm#:^HBS-EP M 
mm (BIACOREtt. BR-1001-88) fCT^f^UT. 1.25. 2.5. 5. 10. 20ng/m\\^t^ 

^(Dumoixi^mKw.fio ^w^mM^<D2^m-^i^^imb'L. -^(^^^^hbs-ep m 
mm\m^^^. 2i;^m^ummt\.fL. mmmmT^^. 40mi<^io m mm.. ^ 

mOMl(^0.05% SDSSr®ggLT^Bi-5C:ticJ;t). -fe:Vi^-^5/^^S4feb^ 

devaluation .ver.3.0) {JlT^^^g^^^ (ka) . (kd) . MM^ 

^ (KD) . Mi^f^-^m (Rmax) ^#|±JLfCo 

«i^et^4c^^VNyhaPC/PCITiy-fe-rtCTPCI{CS^i-5SiVNiti?pMi4<?5^fee>^^^ 
0(Di5^ °-^^-<:>V^TBIACORE{^ j:S5$^f^6(,j|?^^fTofc^:^. ^^^^;6Sio-« 
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1 tc#e)ttfc^ ^—>(OWcmi^(oi^^:§:^ t ibtio 



^ 1 fp^ln^comw 







aPC/PCI 


Thr/TM/PCI 




ka(I/Ms) 


kd(l/5) 


KD(nM) 


PC19G8 


IgGl 


+ 




1.68E+05 


2.13B-05 


0.126 


PC23A7 


IgOZa 






1.51E+05 


7.17E-05 


0.473 


PC23D8 


Ig02a 


+ 




2.25E+05 


6.59E-05 


0.293 


PC30G1 


IgGl 






1.82E+05 


4^4B-05 


0.249 


PC31E2 


IgGl 


+ 


+ 


1.75E+05 


3.13E-04 


1,79 


PC31F1 


IgOl 


+ 


+ 


1.53E+05 


3.89E-05 


0.254 


PC39C6 


IgGl 


+ 




8.88E-H)4 


4.89E-04 


5.51 



K--^J^1X10' mcDUf^X^me^sY Plant Mini Ki 
ts (QIAGEN. Cat. No. 74904) SrffiV>Ttotal RNA(Z)ttffi^tTofc„ SMART RACE c 
DNA Amplification Kit (Clontech. Cat. No. K1811-1) ^MV^T. total md)^^ 
cDNA(^)'^fifeSrfTofc„ PC19G8, PCSOGl, PC31E2. PC31FK PC39C6fiIgGl(DJtS^ 
^#^6<J>^.C:7^^>r-x'-, *;^C23A7, PC23D8f*IgG2a(0^^^^ii#^6tJ?'*>^^-r ^ 
-^ffiV>TAdvantage2 PCR KitfeiTS' -RACEJC: J:§PCR^^TV^, mBLXlLm(Dmm 
SrtTofCo mm^f\.ttimSLXn.m(Ommyi\t.^m-l easy vector (Promega. Cat 
. No. A1360)S^ffiV^T^^-=^J?'b. :S^iBa?lJ<3Dgt5£Srff ofeo 

fh^fm 5 S.tJ^ 6 \Z.^ Lfc J; p \Z.is:^fc„ PC19G8. PC23D8?iT ^ y mWMm—Wi: 
Vtc^tf>^^. m-i^u^>mM(0^i^-xj:^:5^t:di^m^titi. tctdV. Isoty 
pe?4, PC19G8mgGlTPC23D8mgG2aT'feofcOT% 7^;=^^ 
^ btbfco PC23A7^m'C39C6«_h|B 2 bfegH^J^;^ LT*5 
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> PC30Gl^PC31Fl(D@B^IJfi, m^(D4:i^a->-(0^i^t(Dmmmtm^ofci)K 
PJb;i)^i/^ofc:„ PC19G8. PC23A7, PC23D8 . PC39C6?iaPC-PCI5^(D;^^, SfcPCSOG 

1. PC31E2, pc3iFmaPc-pcm:j^mhr-Tit-?cm(Dm:^^nm-r^^t7!)^h. m 

iffcm-t. aPc<D±^:isj:xmmmi^^mmi-^pcnz.Mi^x. ^(Drnm^mM-r^ 
i^&i^mfj:t'<DaPC(D±mm^<D^M^nm^^^m^ ^m-r^o :^mm<D^mi 
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1. ^Cm^^T'feoT. (a) mm^tytiy-^l^C (aPC) f^mKM^^Z^uy-^ 

i^c^i^\i\f^-- (PCI) (Dmm^m^um-t^m^. (b) hnvifwh 

tl^y^^.^y^=^^) ^> (Thr/TM) ^^^C j;S?Stt{t::7'n7^^ >C (aPC) ^m^m^ 
:b':fx2y^^>C^l^M\f^^ (PCI) (^Ra^^^^mW-rsSi*. t^v> 

2. ^cm^TfeoT. (a) Mtt-fb^n-T^-r^C (aPC) ^^{Jl^y-rS^ciT^-r 

^-c^^fc^iS'^ (PCI) (omm^m^mm-r^m'^. (b) ha^i^^-zb 

n y (Thr/TM) ^^mZ-ii ^mmt-^ny^-OC (aPC) ^^{^^f 

§:/"n7^^i^c^>^fci^'^^ (PCI) (omm^m^mm-r^m^. <Dm^^m-r^ 

3. PC19G8. PC23A7. PC23D8. PC30G1. PC31E2. PC31F1, *5j:t;t PC39C6 

4. m^mi^ta-i2izmm<D^i^-x^h^x^ j^tcd (a) 7f)^h cf) ov^-ftl. 

( a ) mmm-^ : 4 9 , 5 0, *5 J:t;?5 1 (e:|5^(7)T ^ / M^lJ„ 

(b) ia^J#-^: 5 5, 5 6, *5 J;tJ«5 7 {CfE^OT ^ ^^ia^J„ 

( c ) mmm-^ .-52, 53, 54 :j^2:mzmm<DT ^ y mm^o 

(d) iB^J#-i-: 58, 5 9, 6 0*5 J;i;?{z:|B^<DT ^ y ^@a3?ij„ 

(e) iB^J#-^: 2 5, 3 1, :J3J;TJ?3 efClB^OT^ y ^IB^J^ 
( f ) SB^J#-^ : 4 1 , 4 5, *5 J;tJ?4 8 JJllB^OT ^ 7 ^IH^Jo 
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1 3. ^m\:,':^^T4>^C(Dmik(DmTfJ:\^^U-i^^i:L^^xmmisXW^fcit 
C. Smb:^n7^^:>c. *5j;t;?f»^:«l^feJi2{;i|5«fe©^#:. :fo-J;TJt (b) ( 
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i) mm^M(D-:fx=y'^ V c *3 <fc 1)5/* :fe«Stt'fb:7'n v C . mmz. (i i) m 
5^ bo 
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10 



20 



30 



50 



60 



70 



MICCACCATGCAGCTTO 



100 



L F L L L C L V L L S P 0 G A S L H R H H P R E 



110 



K K R 



120 



140 



150 



160 



170 



190 



GTCWGGACCTCCATGTAGGTW^^ 

V E D L H V 6 A T V A P S S R R D F T F D L Y R V L A S A A P S 



Q N 



210 



220 



240 



250 



270 



280 



ATATCnCTTCTCCCCTGM 



F F S P V S I S M S L A M L S L G A G S S T K 



310 



320 



L E G L G L 



330 



340 



350 



360 



370 



380 



CAACCTCCAOJAAAGCM^ 

" K S S E E E L H R 6 F Q 0 L L Q E L N 0 P R D G F 0 L S L 6 



400 



N L 

410 

AATGCCGTTTTi 



420 



430 



440 



450 



460 



470 



490 



500 



CACCGACCTGGTGGTAGAW^^ 



N A L F T D L V V D L 0 D T F V S A M K T L y L A 0 T ^'yfY'f 



510 



530 



540 



550 



560 



570 



580 



ACTCT«Mm3AT«^ 



R D 



590 

fiCAATGCGGTCGTl 



610 



640 



GATCATGGTWAlTACATOmm^^^ 

VNTlhhKAKWETSFNHKGTQEQDFYVTSETV 



700 
CTGTG 



710 



720 



730 



740 



750 



760 



770 



780 



GTGCGGGTACCCm^^ 

VKVPMHSREOOYHYLLDRNLSCRVVGVPY ^G-N-AT 



810 



850 



870 



CGGCmGTTCpCTCm^ 
AL^ I LPSEGKMOQVENGLSEKTLRKfflLKHF 



iGAG 



910 

GCAGCTCGAGCTTTi 



920 



940 



950 



970 



K K R 



990 1000 



0 L F I yT^pTJ^^I^PFFI^W^^^^^^^ 
uLtLTLKKhSIEGSYQLEKVLPSLGISNVFTSH 



1010 



1040 1050 



1060 



1100 



1110 1120 1130 1140 



CAGCCACGGGGACAATATTCACTTTI 
A T G T I F T 



1210 1220 1230 1240 
CCTCTTCCTTGGCAAAGT6AACC6GCCCT6AGGATCC 
L F L G K V N R P * 



1130 1140 1150 1160 1170 1180 11Q0 I9nn 
TTCAGGTCGGCCCGCCTGAA^^^^^^^^ 

l-KSARLNSQRLVFNRPFLMFIVDNMI 
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10 20 30 40 50 60 70 80 90 100 
MICCACCATGCAGCTCTTCGTCCTCnGT^^^^ 

M 0 L F L L L C L V L L S P Q G A S L H R H H P R E M K K R 

110 120 130 140 150 160 170 180 190 200 
GTCGAGMCCATGM^ 

V E D L H V G A T V A P S S R R D F T F D L Y R V L A S A A P S Q 1^ 

210 220 230 240 250 260 270 280 290 300 
ATATOTTCTCCMGAGGATCTCCATGAGCGTGGCCAT^^^^^ 

I F F S P V S I S M S L A M L S L G A G S S T K H 0 I L E G L G L 

310 320 330 340 350 360 370 380 390 400 
CMCCTCCAGAAAAGCTCAGAGGAGGAGGTGGACAGAGGCm^ 

HLQKSSEEELHR6FQQLLQELNQPR0GF0LSLG 

410 420 430 440 450 460 470 480 490 50fl 
AATOTTTrCACCGACCTGGTGGTAGACCTGCAGGACACCnCGTAAGTO^ 

N A L F T D L V V D L 0 D T F V S A M K T L Y L A D T F P T N F R 

510 520 530 540 550 560 570 580 590 fiOfl 
ACpmGGGGCCATGAAGCAGATCTO^^ 

SA6AMKQINDYVAKQTK6KIVDLLKNL0SNAVV 

610 620 630 640 650 660 670 680 690 700 
GATCATGGTGAATTACATCTTCTnAAAm^ 

IMVNYIFFKAKWETSFMHKGTQEODFYVTSETV 

710 720 730 740 750 760 770 780 790 800 
GTGWACCCATGATGAGTO^ 

VRVPBMSREOOYHYLLDRNLSCRVVGVPYQGNAT 

810 820 830 840 850 860 870 880 890 900 
CGGCTTTGTTCTOCCCCAGTGAGGGAAAGATGGAGCAGGTGGAGAAm^^ 

A L F I L P S E G K y 0 Q V E N 6 L S E K T L R K W L K M F K K R 

910 920 930 940 950 960 970 980 990 1000 
GCAGCTCGAGCnTACCncCCAAATTGTGCA™^^^ 

QLELYLPKFSIEGSYQLEKVLPSL6ISNVFTSH 

1010 1020 1030 1040 1050 1060 1070 1080 1090 1100 
pMTCTGpCGGCATCAGCm^^ 

A 0 L S 6 I S N H S N I 0 V S E M V H K A V V E V D E S G T R A A A 

1110 1120 1130 1140 1150 1160 1170 1180 1190 ]m 
CAGCCACGGGGACAATATTCACTTTCAGGT^^ 

ATGTIFTFRSARLNSQRLVFNRPFLMFIVDNN! 

1210 1220 1230 1240 1250 1260 

CCTCTTCCTTGGCAAAGTGAACGGCCCCGGATCCGACTACAAG6AC6ACGATGACAAGTGA 
L F L G K V N R P rr"D Y K D D D D K * 
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A [PCI-Flag] 



M.W.(kDa) 

200 

116 

66 
45 

31 

21.5 
14.4 



f 



li 




B [PCI] 

3 4 



l.W.(kDa) 
200 

97.4 
66 

45 

31 
21.5 



BEST AVAILABLE COPt 
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SEQUENCE LISTING 

<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Anti-PCI neutralizing antibodies 

<130> C1-A0226P 

<150> JP 2003-011529 
<151> 2003-01-20 

<160> 60 

<170> Patentin version 3. 1 

<210> 1 

<211> 17 

<212> DNA 

<213> Artificial 

<220> 

<223> Artificially synthesized sequence 
<400> 1 

acgaattcca ccatgcagct cttcctc 

<210> 2 

<211> 18 

<212> DNA 

<213> Artificial 

<220> 

<223> Artificially synthesized sequence 
<400> 2 

ctggatcctc aggggcggtt cactttgc 
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<210> 3 

<211> 16 

<212> DNA 

<213> Artificial 



<220> 

<223> Artificially synthesized sequence 

<40P> 3 

ttggatccgg ggttcacttt gccaag 

<210> 4 

<211> 1237 

<212> DNA 

<213> Artificial 



<220> 

<223> Artificially synthesized sequence encoding human PCI 
<220> 

<221> CDS 

<222> (11).. (1228) 

<400> 4 

gaattccacc atg cag etc ttc etc etc ttg tgc ctg gtg ctt etc age 
Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser 
15 10 



cet cag ggg gee tec ctt cac cgc cac cac cec egg gag atg aag aag 
Pro Gin Gly Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys 
15 -20 25 



97 



aga gtc gag gac etc cat gta ggt gee aeg gtg gee cee age age aga 
Arg Val Glu Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg 
30 35 40 45 



145 
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agg gac ttt acc ttc gac etc tac agg gtc ttg get tee get gee eec 193 
Arg Asp Phe Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro 
50 55 60 

age cag aat ate ttc ttc tec. cet gtg age ate tee atg age etg gee 241 
Ser Gin Asn He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala 
65 70 75 

atg etc tec ctg ggg get ggg tec age aca aag atg eag ate etg gag 289 
Met Leu Ser Leu Gly Ala Gly Ser Ser Thr Lys Met Gin He Leu Glu 
80 85 90 

ggc ctg gge etc aac etc cag aaa age tea gag gag gag ctg cac aga 337 
Gly Leu Gly Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg 
95 100 105 

ggc ttt eag cag etc ctt cag gaa etc aac cag cce aga gat ggc ttc 385 
Gly Phe Gin Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe 

115 120 125 

eag etg age etc ggc aat gee ctt ttc acc gac ctg gtg gta gac ctg 433 
Gin Leu Ser Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu 
130 135 140 

eag gac aee tte gta agt gee atg aag acg ctg tac ctg gca gac act 481 
Gin Asp Thr Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr 
145 150 155 



tte ece ace aac ttt agg gae tet gea ggg gee atg aag cag ate aat 
Phe Pro Thr Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn 
160 165 170 



529 



gat tat gtg gea aag eaa aeg aag gge aag att gtg gae ttg ett aag 577 
Asp Tyr Val Ala Lys Gin Thr Lys Gly Lys He Val Asp Leu Leu Lys 
175 180 185 



wo 2004/065418 




:T/JP2004/000429 



aac etc gat age aat geg gtcgtg ate atg gtg aat tae ate tte ttt 625 
Asn Leu Asp Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe 
190 195 200 205 

aaa get aag tgg gag aea age tte aae cac aaa ggc ace caa gag caa 673 
Lys Ala Lys Trp Glu Thr Ser Phe Asn His Lys Gly Thr Gin Glu Gin 
210 215 220 

gac tte tac gtg ace teg gag act gtg gtg egg gta cec atg atg age 721 
Asp Phe Tyr Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser 
225 230 235 

ego gag gat cag tat cac tae etc ctg gac egg aac etc tec tgc agg 769 
Arg Glu Asp Gin Tyr His Tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg 
240 245 250 

gtg gtg ggg gtc cec tac caa ggc aat gcc acg get ttg tte att etc 817 
Val Val Gly Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe He Leu 
255 260 265 

ecc agt gag gga aag atg cag cag gtg gag aat gga ctg agt gag aaa 865 
Pro Ser Glu Gly Lys Met Gin Gin Val Glu Asn Gly Leu Ser Glu Lys 
270 275 280 285 

acg ctg agg aag tgg ett aag atg tte aaa aag agg cag etc gag ctt 913 
Thr Leu Arg Lys Trp Leu Lys. Met Phe Lys Lys Arg Gin Leu Glu Leu 
290 295 300 

tae ctt cec aaa tte tec att gag ggc tee tat cag ctg gag aaa gtc 961 
Tyr Leu Pro Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val 
305 • 310 315 

etc cec agt etg ggg ate agt aac gtc tte ace tee cat get gat etg 1009 
Leu Pro Ser Leu Gly He Ser Asn Val Phe Thr Ser His Ala Asp Leu 
320 325 330 
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tec ggc ate age aac cac tea aat ate cag gtg tct gag atg gtg cae 1057 
Ser Gly He Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His 
335 340 



aaa get gtg gtg gag gtg gae gag teg gga ace aga gea gcg gca gee 
Lys Ala Val Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala 
350 355 360 365 

acg ggg aca ata ttc act ttc agg teg gee ege etg aac tct cag agg 
Thr Gly Thr He Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg 
370 375 380 

eta gtg ttc aac agg ccc ttt etg atg ttc att gtg gat aac aac ate 
Leu Val Phe Asn Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He 
385 390 395 

etc ttc ctt ggc aaa gtg aac cgc ccc tgaggatee 
Leu Phe Leu Gly Lys Val Asn Arg Pro 
400 405 



1105 



1153 



1201 



1237 



<210> 5 

<211> 406 

<212> PRT 

<213> Artificial 

<220> 

<223> Human PCI 
<220> 

<221> sig_4)eptide 

<222> (1)..(19) 



<400> 5 

Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser Pro Gin Gly 
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10 



15 



Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys Arg Val Glu 
20 25 30 

Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg Arg Asp Phe 
35 . 40 45 

Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro Ser Gin Asn 
50 55 60 

He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala Met Leu Ser 
65 70 75 80 

Leu Gly Ala Gly Ser Ser Thr Lys Met Gin He Leu Glu Gly Leu Gly 
85 90 95 

Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg Gly Phe Gin 
100 105 110 

Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe Gin Leu Ser 
115 120 125 

Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu Gin Asp Thr 
130 135 140 

Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr Phe Pro Thr 
145 150 155 160 

Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn Asp Tyr Val 
165 170 175 



Ala Lys Gin Thr Lys Gly Lys He Val Asp Leu Leu Lys Asn Leu Asp 
180 185 190 



Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe Lys Ala Lys 
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195 



200 



205 



Trp Glu Thr Ser Phe Asn His Lys Gly Thr Gin Glu Gin Asp Phe Tyr 
210 215 220 

Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser Arg Glu Asp 
225 . 230 235 240 

Gin Tyr His Tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg Val Val Gly 
245 250 255 

Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe He Leu Pro Ser Glu 
260 265 270 

Gly Lys Met Gin Gin Val Glu Asn Gly Leu Ser Glu Lys Thr Leu Arg 
275 280 285 

Lys Trp Leu Lys Met Phe Lys Lys Arg Gin Leu Glu Leu Tyr Leu Pro 
290 295 300 

Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val Leu Pro Ser 

310 315 320 

Leu Gly lie Ser Asn Val Phe Thr Ser His Ala Asp Leu Ser Gly He 
325 330 

Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His Lys Ala Val 
340 345 

Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala Thr Gly Thr 
355 360 365 



He Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg Leu Val Phe 
370 375 380 



Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He Leu Phe Leu 
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385 



390 



395 



400 



Gly Lys Val Asn Arg Pro 
405 



<210> 6 

<211> 1261 

<212> DNA 

<213> Artificial 

<220> 



<223> Artificially synthesized DNA encoding human PCI with Flag-tag 



<220> 

<221> CDS 

<222> (11).. (1258) 



<400> 6 

gaattccacc atg cag etc ttc etc etc ttg tgc ctg gtg ctt etc age 49 
Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser 
15 10 

cct cag ggg gcc tec ctt cac cgc cac cae cec egg gag atg aag aag 97 
Pro Gin Gly Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys 
15 20 25 

aga gtc gag gac 6tc cat gta ggt gcc acg gtg gcc ccc age age aga 145 
Arg Val Glu Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg 

35 40 45 

agg gac ttt acc ttc gac etc tac agg gtc ttg get tec get gcc ccc 193 
Arg Asp Phe Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro 
50 55 QQ 

age cag aat ate ttc ttc tec cct gtg age ate tec atg age ctg gee 241 
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Ser Gin Asn He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala 
65 70 75 

atg etc tec etg. ggg get ggg tec age aca aag atg cag ate etg gag 289 
Met Leu Ser Leu Gly Ala Gly Ser Ser Thr Lys Met Gin He Leu Glu 
80 .85 90 

ggc etg ggc etc aac etc cag aaa age tea gag gag gag etg eae aga 337 
Gly Leu Gly Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg 
95 100 105 

ggc ttt cag cag etc ett eag gaa etc aac cag cec aga gat ggc tte 385 
Gly Phe Gin Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe 
110 .115 120 125 

cag etg age etc ggc aat gee ett ttc ace gae etg gtg gta gae etg 433 
Gin Leu Ser Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu 
130 135 

cag gae aec tte gta agt gee atg aag acg etg tac etg gca gae act 481 
Gin Asp Thr Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr 
145 150 155 

ttc cec aec aae ttt agg gae tet gca ggg gee atg aag cag ate aat 529 
Phe Pro Thr Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn 
160 165 170 

gat tat gtg gea aag eaa acg aag gge aag att gtg gae ttg ett aag 577 
Asp Tyr Val Ala Lys Gin Thr Lys Gly Lys He Val Asp Leu Leu Lys 
175 180 185 

aac etc gat age aat geg gtc.gtg ate atg gtg aat tac ate tte ttt 625 
Asn Leu Asp Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe 

195 200 205 

aaa get aag tgg.gag aca age ttc aac eae aaa ggc ace eaa gag eaa 673 
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Lys Ala Lys Trp Glu thr Ser Phe Asn His Lys Gly Thr Gin Glu Gin 
210 215 220 

gac ttc tac gtg acc teg gag act gtg gtg egg gta ccc atg atg age 721 
Asp Phe Tyr Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser 
225. 230 235 

ego gag gat cag tat cac tac etc ctg gac egg aac etc tec tge agg 769 
Arg Glu Asp Gin Tyr His tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg 
240 245 250 

gtg gtg ggg gtc ccc tac caa ggc aat gcc acg get ttg ttc att etc 817 
Val Val Gly Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe lie Leu 
255 260 265 

eee agt gag gga aag atg cag cag gtg gag aat gga ctg agt gag aaa 865 
Pro Ser Glu Gly Lys Met Gin Gin Val Glu Asn Gly Leu Ser Glu Lys 

275 280 285 

aeg ctg agg aag tgg ctt aag atg ttc aaa aag agg cag etc gag ctt 913 
Thr Leu Arg Lys Trp Leu Lys Met Phe Lys Lys Arg Gin Leu Glu Leu 
290 295 300 

tac ctt ccc aaa ttc tec att gag ggc tee tat cag ctg gag aaa gtc 961 
Tyr Leu Pro Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val 
305 310 



etc ccc agt ctg ggg ate agt aac gte ttc acc tec cat get gat ctg 
Leu Pro Ser Leu Gly He Ser Asn Val Phe Thr Ser His Ala Asp Leu 
320 325 330 



1009 



tec ggc ate age aac eac tea aat ate cag gtg tct gag atg gtg cae 1057 
Ser Gly He Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His 
335 340 345 

aaa get gtg gtg gag gtg gac gag teg gga acc aga gca geg gea gee 1105 
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Lys Ala Val Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala 
350 355 360 365 

acg ggg aca ata ttc act ttc agg teg gcc cgc ctg aac tct cag agg 1153 
Thr Gly Thr He Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg 
. 370 375 380 

eta gtg ttc aac agg ccc ttt ctg atg ttc att gtg gat aac aac ate 1201 
Leu Val Phe Asn Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He 
385 390 395 

etc ttc ctt ggc aaa gtg aac cgc ccc gga tec gac tac aag gac gac 1249 
Leu Phe Leu Gly Lys Val Asn Arg Pro Gly Ser Asp Tyr Lys Asp Asp 
400 405 410 



gat gac aag tga 
Asp Asp Lys 
415 



<210> 7 

<211> 416 

<212> PRT 

<213> Artificial 

<220> 

<223> Human PCI with Flag-tag 
<220> 

<221> sig_peptide 

<222> (1)..(19) 



<400> 7 

Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser Pro Gin Gly 
I 5 10 15 



1261 
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Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys Arg Val Glu 
20 25 



30 



Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg Arg Asp Phe 
35 40 



45 



Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro Ser Gin Asn 
50 55 60 



He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala Met Leu Ser 
65 70 



75 



80 



Leu Gly Ala Gly- Ser Ser Thr Lys Met Gin He Leu Glu Gly Leu Gly 
■ 85 . 90 



95 



Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg Gly Phe Gin 
100 105 110 



Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe Gin Leu Ser 
115 120 



125 



Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu Gin Asp Thr 
130 135 



140 



Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr Phe Pro Thr 
145 150 



155 



160 



Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn Asp Tyr Val 
165 170 175 

Ala Lys Gin Thr Lys Gly Lys He Val Asp Leu Leu Lys Asn Leu Asp 
ISO- _ 185 190 



Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe Lys Ala Lys 
195 200 205 
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Trp Glu Thr Ser Phe Asn His Lys Gly Thr Gin Glu Gin Asp Phe Tyr 
210 215 220 

Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser Arg Glu Asp 
225 230 235 240 

Gin Tyr His Tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg Val Val Gly 
245 250 255 

Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe He Leu Pro Ser Glu 
260 265 270 

Gly Lys Met Gl^ Gin Val Glu Asn Gly Leu Ser Glu Lys Thr Leu Arg 
275 280 285 

Lys Trp Leu Lys Met Phe Lys Lys Arg Gin Leu Glu Leu Tyr Leu Pro 
290 295 300 

Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val Leu Pro Ser 
305 310 315 320 

Leu Gly He Ser Asn Val Phe Thr Ser His Ala Asp Leu Ser Gly He 
325 330 335 

Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His Lys Ala Val 
340 345 350 

Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala Thr Gly Thr 
355 360 365 

He Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg Leu Val Phe 
370 375 380 



Asn Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He Leu Phe Leu 
385 390 395 400 
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Gly Lys Val Asn Arg Pro Gly Ser Asp Tyr Lys Asp Asp Asp Asp Lys 
405 410 



<210> 8 

<211> 119 

<212> PRT 

<213> Mus musculus 



<400> 8 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 
^5 10 15 

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asp He Lys Asp Thr 
20 25 30 

Phe Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg He Asp Tyr Val Asn Gly Asn Thr Lys Tyr Asp Pro Lys Phe 
50 55 go 

Gin Gly Lys Ala Thr He Thr Gly Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
.85 90 95 

Ala Arg Gly Gly Tyr Asp Val Arg Glu Phe Ala Tyr Trp Gly Gin Gly 
100 105 no 

Thr Leu Val Thr Val Ser Ala . • 
115 



<210> 9 
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<211> 119 
<212> PRT 
<213> Mus musculus 



<400> 9 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 
^ . . 5 10 15 

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asp lie Lys Asp Thr 
20 25 30 

Phe Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg lie Asp Tyr Val Asn Gly Asn Thr Lys Tyr Asp Pro Lys Phe 
50 55 60 

Gin Gly Lys Ala Thr He Thr Gly Asp Thr Ser Ser Asn Thr Ala Tyr 

70 75 80 

Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg Gly Gly Tyr Asp Val Arg Glu Phe Ala Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ala 
115 



<210> 10 

<211> 119 

<212> PRT 

<213> Mus musculus 



<400> 10 
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Glu Val Gin Uu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 

15 



1 S . 10 



Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asp He Arg Asp Thr 
20 25 30 

Phe Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp lie 
35 40 45 

Gly Arg He Asp Leu Val Asn Val Asn Thr Lys Tyr Asp Pro Asn Phe 
50 55 60 



Gin Asp Arg Ala Thr He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 

80 



65 70 75 



Leu Gin Leu Thr Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

95 



85 90 



Ala Arg Gly Gly Tyr Asp Val Arg Glu Phe Ala Tyr Trp Gly Gin Gly 
100 105 no 

Thr Leu Val Thr Val Ser Ala 
115 



<210> 11 

<211> 119 

<212> PRT 

<213> Mus inusculus 

<400> 11 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly Ala 
' _ ' 10 15 

Leu Val Lys Leu Ser Cys Lys Ala Ser Gly Phe Asn He Lys Asp Tyr 
20 . 25 30 
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Tyr He His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp He 
35 40 



45 



Gly Arg lie Asp Leu Glu Lys Gly Asn lie He Tyr Asp Pro Lys Phe 
50 55 



60 



Gin Gly Lys Asp Asn He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 

65 -70 

75 80 

Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 



Ala Arg Gly Gly Tyr Asp Val Pro Ser Phe Ala Tyr Trp Gly Gin Gly 
100 105 



110 



Thr Leu Val Thr Val Ser Ala 
115 



<210> 12 

<211> 119 

<212> PRT 

<213> Mus fflusculus 

<400> 12 

Glu Val Lys Leu Leu Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 
15 10 15 

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Asp Phe Ser Arg Tyr 
20 25 30 

Trp Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp He 
35 40 45 



Gly Glu He Asn Pro Asp Ser Ser Thr He Asn Tyr Thr Pro Ser 



Leu 
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50 55 



60 



Lys Asp Lys Phe He He Ser Arg Asp Asn Ala Lys Lys Thr Uu Tyr 
65 70 

75 80 

Leu Gin Met Asn Lys Val Arg Ser Glu Asp Thr Ala Leu Tyr Tyr Cys 
.85 90 95 

Ala Arg Phe Phe Tyr Tyr Gly Thr Pro Asp Tyr Trp Gly Gin Gly Thr 

105 110 

Thr Leu Thr Val Ser Ser Ala 
115 



<210> 13 

<211> 119 

<212> PRT 

<213> Mus musculus 

<400> 13 

Glu Val Lys Leu Leu Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 
15 10 15 

Ser Leu Lys Phe Ser Cys Glu Ala Ser Gly Phe Asp Phe Ser Arg Tyr 
20 25 30 

Trp Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lie 
35 40 45 

Gly Glu He Asn Pro Asp Ser Ser Thr He Thr Tyr Thr Ser Ser Leu 
50 55 60 



Lys Asp Arg Phe He He Ser Arg Asp Asn Ala Lys Asn Thr Val Tyr 

80 



^5 70 75 
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Leu Gin Met Ser Lys Val Arg Ser Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Ala Arg Leu Phe.Tyr Tyr Gly Thr Pro Asp Tyr Trp Gly Gin Gly Thr 
100 105 110 

Thr Leu Thr Val Ser Ser Ala 
115 



<210> 14 • 

<211> 120 

<212> PRT 

<213> Mus musculus 

<400> 14 

Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 
1 5 10 15 

Ser Val Lys Met Ser Cys Lys Ala Phe Gly Tyr Thr Phe Thr Thr Tyr 
20 25 30 

Pro He Glu Trp Met Lys Gin Asn His Gly Lys Ser Leu Glu Trp He 
35 40 45 

Gly Lys Phe His Pro Asp Asn Asp Asp Thr Asn Tyr Asn Glu Lys Phe 
50 55 • 60 

Lys Gly Lys Ala Lys Leu Thr Val Glu Lys Ser Ser Ser Thr Val Tyr 
65 70 75 80 

Leu Glu Leu Ser Arg Leu Thr Ser Asp Asp Ser Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg Gly His Asp Tyr Asp Tyr Gly Met Asp Tyr Trp Gly Gin Gly 
100. 105 110 
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Thr Ser Val Thr Val Ser Ser Ala 
115 120 



<210> 15 

<211> 106 

<212> PRT 

<213> Mus musculus 



<400> 15 

Gin He Val Leu Thr Gin Ser Pro Ala He Met Ser Ala Ser Pro Gly 
1 5 10 15 

Glu Lys Val Thr He Thr Cys Ser Ala Thr Ser Ser Leu He Tyr Met 
20 . 25 30 

His Trp Phe Gin Gin Lys Pro Gly Ser Ser Pro Glu Leu Trp He Tyr 
35 40 45 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 
50 55 60 

Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Arg Met Glu Ala Glu 
65 70 75 80 

Asp Ala Ala Thr Tyr Tyr. Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 
85 90 95 

Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 16 
<211> 106 
<212> PRT 
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<213> llftis musciilus 



<400> 16 

Gin He Val Leu Thr Gin Ser Pro Ala lie Met Ser Ala Ser Pro Gly 

15 



1 5 10 



Glu Lys Val Thr lie Thr Cys Ser Ala Thr Ser Ser Leu lie Tyr Met 
20 25 30 

His Trp Phe Gin Gin Lys Pro Gly Ser Ser Pro Glu Leu Trp lie Tyr 



35 40 



45 



Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 

60 



50 55 



Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Arg Met Glu Ala 



65 70 75 



Glu 
80 



Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 

90 95 

Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 17 

<211> 106 

<212> PRT 

<213> Mus musculus 

<400> 17 

Gin He Val Leu Thr Gin Ser Pro Ala He Met Ser Ala Ser Pro Gly 

1 1 



10 



15 



Glu Lys Val Thr lie Thr Cys Ser Ala Thr Ser Ser Leu He Tyr Met 
2° . 25 30 
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His Trp Phe Gin Gin Lys Pro Gly Thr Ser Pro Lys Leu Trp He Tyr 
35 40 45 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 
50 55 60 

Gly Ser Gly Thr Ser Tyr Ser Leu Thr lie Ser Arg Met Glu Ala Glu 

70 75 80 

Asp Ala Ala Thf Tyr Tyr Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 
85 90 95 

Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 18 

<211> 106 

<212> PRT 

<213> Mus musculus 

<400>. 18 

Gin He Val Leu Thr Gin Ser Pro Ala lie Met Ser Ala Ser Pro Gly 
15 10 15 

Glu Lys Val Thr" lie Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Met 
20 25 30 

His Trp Phe Gin Gin Lys Pro Gly Thr Ser Pro Lys Leu Trp He Tyr 
35 40 45 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 
50 55 60 



Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Arg Met Glu Ala Glu 
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65 _ 70 



75 80 



Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 
85 90 95 

Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 19 

<211> 108 

<212> PRT 

<213> Mus musculus 

<400> 19 

Asp He Val Met Thr Gin Ser His Lys Phe Met Ser Ala Ser Val Gly 
15 10 15 

Asp Arg Val Ser lie Thr Cys Lys Ala Ser Gin Asp Val lie Val Ala 
20 25 30 

Val Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Glu Leu Leu lie 
35 40 45 

Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Thr Gly 
50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr lie Ser Ser Val Gin Ala 

65 70 -re 

75 80 

Glu Asp Uu Ala Val Tyr Tyr Cys Gin Gin His Tyr Ser Ser Pro Pro 
85 90 95 

Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 
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<210> 20 

<211> 108 

<212> PRT 

<213> Mus musculus 

<400> 20 

Asp He Val Met Thr Gin Ser His Lys Phe Met Ser Thr Ser Val Gly 

Asp Arg Val Ser He Thr Cys Lys Ala Ser Gin Asp Val He Lys Ala 
20 25 30 

Val Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He 
35 40 45 

Tyr Ser Thr Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Ser Gly 
50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser Val Gin Ala 

65 70 'jc 

75 80 

Glu Asp Leu Ala Val Tyr Tyr Cys Gin Gin His Tyr Ser Ser Pro Pro 
85 90 95 

Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 21 

<211> 111 

<212> PRT 

<213> Mus musculus 

<400> 21 

Asp He Val Leu Thr Gin Ser Pro Ala Ser Leu Ala Val Ser Uu Gly 
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10 



15 



Gin Arg Ala Thr lie Ser Cys Lys Ala Ser Gin Ser Val Asp Tyr Asp 
20 25 30 

Gly Asp Ser Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Gin Pro Pro 
35 40 45 

Lys Leu Leu He Tyr Gly Ala Ser Asn Leu Glu Ser Gly Thr Pro Ala 
50 55 60 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asp He His 

70 75 80 

Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Ser Asn 
85 90 95 



Glu Asp Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu lie Thr 
100 105 



110 



<210> 22 

<211> 5 

<212> PRT 

<213> Mus musculus 

<4b0> 22 

Asp Thr Phe Met His 

1 5 



<210> 23 

<211> 5 

<212> PRT 

<213> Mus musculus 



wo 2004/065418 ^ f^CT/JP2004/000429 

26/40 



<400> 23 

Asp Tyr Tyr He His 
1 5 



<210> 24 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 24 

Arg Tyr Trp Met Ser 

1 5 



<210> 25 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 25 

Thr Tyr Pro He Glu 

1 5 



<210> 26 

<211> 17 

<212> PRT 

<213> Mus musculus 



<400> 26 

Arg He Asp Tyr Val Asn Gly Asn Thr Lys Tyr Asp Pro Lys Phe Gin 
1 5 10 



15 



Gly 
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<210> 27 

<211> 17 

<212> PRT 

<213> Mus fflusculus 

<400> 27 

Arg He Asp Leu Val Asn Val Asn Thr Lys Tyr Asp Pro Asn Phe Gin 
Asp 



<210> 28 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 28 

Arg He Asp Leu Glu Lys Gly Asn He He Tyr Asp Pro Lys Phe Gin 



Gly 



10 15 



<210> 29 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 29 

Glu He Asn Pro Asp Ser Ser Thr He Asn Tyr Thr Pro Ser Leu Lys 

^ . ^ 10 15 
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Asp 



<210> 30 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 30 

Glu He Asn Pro Asp Ser Ser Thr He Thr Tyr Thr Ser Ser Leu Lys 
Asp 



<210> 31 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 31 



Lys Phe His Pro Asp Asn Asp Abp Thr Asn Tyr Asn Glu Lys Phe Lys 
I 5 10 15 

Gly 



<210> 32 

<211> 10 

<212> PRT 

<213> Mus musculus 
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<400> 32 

Gly Gly Tyr Asp Val Arg dlu Phe Ala Tyr 
1 . 5 . 10 



<210> 33 

<211> 10 

<212> PRT 

<213> Mus fflusculus 



<400> 33 

Gly Gly Tyr Asp Val Pro Ser Phe Ala Tyr 
1 5 . 10 



<210> 34 

<211> 9 

<212> PRT 

<213> Mus musculus 

<400> 34 

Phe Phe Tyr Tyr Gly Thr Pro Asp Tyr 

1 5 



<210> 35 

<211> 9 

<212> PRT 

<213> Mus musculus 

<400> 35 

Leu Phe Tyr Tyr Gly Thr Pro Asp Tyr 

1 5 



<210> 36 
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<211> 10 

<212> PRT 

<213> Mus musculus 

<400> 36 

Gly His Asp Tyr Asp Tyr Gly Met Asp Tyr 
1 .5 10 



<210> 37 

<211> 10 

<212> PRT 

<213> Mus musculus 



<400> 37 

Ser Ala Thr Ser Ser Leu He Tyr Met His 
1 5 10 



<210> 38 

<211> 10 

<212> PRT 

<213> Mus musculus 

<400> 38 

Ser Ala Ser Ser Ser Val Ser Tyr Met His 

1 5. 10 



<210> 39 

<2H> 11 

<212> PRT 

<213> Mus musculus 



<400> 39 

Lys Ala Ser Gin Asp Val He Val Ala Val Ala 
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10 



<210> 40 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 40 

Lys Ala Ser Gin Asp Val He Lys Ala Val Ala 

1 5 10 



<210> 41 

<211> 15 

<212> PRT 

<213> Mus musculus 



<400> 41 

Lys Ala Ser Gin Ser Val Asp Tyr Asp Gly Asp Ser Tyr Leu Asn 
' ^ 10 15 



<210> 42 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 42 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala 

1 5 10 



<210> 
<211> 
<212> 



43 
11 
PRT 
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<213> Mus fflusculus 

<400> 43 

Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp 
1 5 10 



<210> 44 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 44 

Ser Thr Ser Tyr Arg Tyr Thr Gly Val Pro Asp 

1 5 10 



<210> 45 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 45 

Gly Ala Ser Asn Leu Glu Ser Gly Thr Pro Ala 
^ 5 10 

<210> 46 

<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 46 

Arg Ser Ser Tyr Pro Phe Thr 
1 5 
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<210> 47 • 

<211> 8 

<212> PRT 

<213> Mus musculus 

<400> 47 

His Tyr Ser Ser Pro Pro Trp Thr 

1 5 



<210> 48 

<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 48 

Ser Asn Glu Asp Pro Pro Thr 

1 5 



<210> 49 

<211> 5 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDRl 

inisc_feature 
(2)..(2)- 

Xaa'' in position 2 represents ''Thr' or "Tyr" 
<220> 

<221> misc_feature 



<220> 
<221> 
<222> 
<223> 
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(3) .. (3) 

''Xaa" in position "3 represents "Phe' or 'Tyr" 

misc_feature 

(4) .. (4) 

"Xaa" in position 4 represents "Met* or "He" 
<400> 49 

Asp Xaa Xaa Xaa His 
1 5 



<222> 
<223> 



<220> 
<221> 
<222> 
<223> 



<210> 50 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR2 
<220> 

<221> miscjfeature 

<222> (4).. (4) 

<223> "Xaa' in position 4 represents "Tyr" or "Leu" 
<220> 

<221> misc_feature 

<222> (5).. (5) 

<223> "Xaa" in position 5 represents "Val" or "Glu" 
<220> 

<221> misc_feature 

<222> (6).. (6) 

<223> "Xaa" in position 6 represents "Asn" or "Lys" 
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<220> 

<221> niisc_feature 
<222> (7).. (7) 

<223> "Xaa' in position 7 represents "Gly" or 'Val' 
<220> 

<221> misc_feature 
<222> (9).. (9) 

<223> "Xaa" in position 9 represents "Thr" or "He" 
<220> 

<221> niisc_feature 
<222> (10).. (10) 

<223> "Xaa" in position 10 represents "Lys" or "He' 
<220> 

<221> misc_feature 
<222> (14).. (14) 

<223> "Xaa" in position 14 represents "Lys" or "Asn" 
<220> 

<221> inisc_feature 
<222> (17).. (17) 

<223> "Xaa" in position 17 represents "Gly" or "Asp" 



<400> 50 

Arg He Asp Xaa Xaa .Xaa Xaa Asn Xaa Xaa Tyr Asp Pro Xaa Phe Gin 

' ^ 10 15 

Xaa 



<210> 51 
<211> 10 
<212> PRT 
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<213> Artificial 

<220> 

<223> Heavy chain CDR3 

<220> 

<221> misc_feature 
<222> (6)..(6) ■ 

<223> ''Xaa' in position 6 represents 'Arg" or ^Pro' 
<220> 

<221> misc_feature 
<222> (7).. (7) . 

<223> "Xaa" in position 7 represents 'Glu* or 'Ser' 
<400> 51 

Gly Gly Tyr Asp Val Xaa Xaa Phe Ala Tyr 
1 5 10 



<210> 52 

<211> 5 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain Ca)Rl 

<400> 52 

Arg Tyr Trp Met Ser 
1 5 



<210> 53 
<211> 17 
<212> PRT 
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<213> Artificial 
<220> 

<223> Heavy chain CDR2 
<220> 

<221> misc_feature 

<222> (10).. (10) 

<223> "Xaa* in position 10 represents 'Asn' or ^Thr" 
<220> 

<221> misc_feature 

<222> (13).. (13) 

<223> ''Xaa'' in position 13 represents "Pro'' or "Ser* 

<400> 53 

Glu He Asn Pro Asp Ser Ser Thr lie Xaa Tyr Thr Xaa Ser Leu Lys 



1.5 10 15 



Asp 



<210> 54 
<211> 9 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR3 
<220> 

<221> misc_feature 

<222> (1)..(1) 

<223> "Xaa" in position 1 represents "Phe* or 'Leu' 
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<400> 54 

Xaa Phe Tyr Tyr Gly Thr Pro Asp Tyr 
1 5 

<210> 55 

<211> 10 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDRl 

<220> 

<221> inisc_feature 

<222> (3).. (3) 

<223> "Xaa" in position 3 represents "Thr" or "Ser" 
<220> 

<221> misc_feature 

<222> (6).. (6). 

<223> "Xaa" in position 6 represents "Leu" or "Val" 
<220> 

<221> misc_feature 

<222> (7).. (7) 

<223> "Xaa" in position 7 represents "He" or "Ser" 

<400> 55 

Ser Ala Xaa Ser Ser Xaa Xaa Tyr Met His 
1 5 10 



<210> 56 
<211> 11 
<212> PRT 
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<213> Artificial 

<220> 

<223> Light chain CDR2 

<400> 56 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala 
1 5 10 
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<210> 57 

<211> 7 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDR3 

<400> 57 

Arg Ser Ser Tyr Pro Phe Thr 
1 5 



<210> 58 

<211> 11 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDRl 

misc_jfeature 
(8).. (8). 

Xaa" in position 8 represents "Val" or "Lys* 



<220> 
<221> 
<222> 
<223> 
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<400> 58 

Lys Ala Ser Gin Asp Val He Xaa Ala Val Ala 



<210> 59 

<211> 11 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDR2 
<220> 

<221> misc_feature 

<222> (2).. (2) 

<223> "Xaa* in position 2 represents "Ala" or "Thr* 

<400> 59 

Ser Xaa Ser Tyr Arg Tyr Thr Gly Val Pro Asp 



<210> 60 

<211> 8 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDR3 

<400> 60 

His Tyr Ser Ser Pro Pro Trp Thr 
1 5 



5 



1 



10 
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